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The  opening  address  of  the  10th  International  RES  Congress,  Ito,  Japan, 
was  given  by  Dr.  tanvll  Cohn  of  the  Rockefeller  Institute,  NYC,  NY,  USA.  Dr. 
Cohn  reviewed  thevmany  facets  of  macrophage  function  which  secure  for  this 
cell  a  central  role  In  both  the  stimulation  and  expression  of  Immune  respon¬ 
ses.  Among  the  topics  revlwed  by  Or.  Cohn  wos  jthe  variety  and  complexity  of 
effector  activities  expressed  by  macrophages,  both  In  a  resting  state  and 
following  stimulation  with  soluble  products  released  at  sites  of  Inflammation 
and  Immune  reactions.  Many  of  these  effector  reactions  require  Interaction  of 
the  stimulating  agent  with  receptors  present  on  the  macrophage  cell  mem¬ 
brane.  Some  receptors,  such  as  the  antibody  (Fc)  receptors.  Induce  not  only 
Internalization  of  the  Immune  complex,  but  secretion  of  a  variety  of  reactive 
substances  (complement  components,  clotting  factors,  enzymes,  reactive 
etc.);  other  receptors,  such  as  the  complement  (C3)  and  mannosyl  receptors, 
stimulate  only  phagocytosis.  Regulation  of  phagocytosis /sec ret Ion  may  be 
through  alteration  In  free  (non-mltochondrlal )  calcium.  One  secretory  product 
that  Induces  death  of  certain  Intracellular  microorganisms  and  extracellular 
tumor  targets  Is  reactive  f\A  soluble  product  from  stimulated  T  lympho¬ 
cytes  that  Induces  the  secretion  of  reactive  oxygen  Intermediates  Is 
lpNgamma*  This  molecule  appears  to  regulate  a  whole  host  of  macrophage  effec¬ 
tor  activities,  and  deficiencies  In  IFN^^^  production  have  been  correlated 
with  development  of  certain  progressive  diseases  (l.e.  leprosy).  Although 
macrophages  clearly  participate  In  the  regulation  and  expression  of  secondary 
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immune  responses.  Dr.  Cohn  felt  that  the  evidence  from  Dr.  Steinman's  labora¬ 
tory  strongly  suggest  that  dendritic  cells,  cells  derived  from  a  different 
progenitor  than  macrophages,  have  primary  responsibility  for  antigen  presenta¬ 
tion  to  T  cells  in  developing  Immune  responses.  This  viewpoint  was  challenged 
several  times  throughout  the  meeting. 

PLENARY  SESSIONS 


Viruses,  Oncogenes,  and  Human  Lymphomas 

The  definition  of  an  oncogene  depends  upon  one's  perspective:  one  can 
view  these  genes  as  either  a  cellular  gene  Incorporated  into  a  virus,  or  a 
virus  gene  incorporated  into  a  human  chromosome.  The  development  of  neoplas¬ 
tic  disease  following  exposure  to  certain  viruses  Is  a  complex  process.  For 
example,  the  infection  of  African  children  with  EBV  virus  does  not  necessarily 
result  in  development  of  lymphomas:  these  Infected  children  are  at  risk  for 
development  of  lymphomas,  but  the  virus  Infection  Is  not  sufficient  In  It¬ 
self.  Rather,  chronic  endemic  malaria  Is  the  environmental  co-factor  that 
Induces  spl enomegal ly  and  sets  the  stage  for  induction  of  Burketts  lymphoma. 
EBV  then  activates  and  Immortalizes  the  B  cells  In  a  BCGF  (B  cell  growth 
factor)-! ndependent  manner  (Klein,  USA). 

Every  cellular  body  carries  greater  that  20  protooncogenes.  The  method 
of  transformation  activation  depends  upon  the  particular  gene:  transduction 
into  acute  transforming  retroviruses ,  Integration,  Insertional  mutagenesis 
(acquisition  of  more  promoters),  chromosomal  rearrangement,  gene  amplifica¬ 
tion,  single  point  mutations,  and  other  methods  as  yet  undescribed.  A  wide 
variety  of  human  tumors  (bladder,  colon,  gall  bladder,  liver,  lung,  pancreas, 
fibrosarcoma ,  rhabdosarcoma)  have  detectlble  oncogenes,  mostly  of  the  K  ras 
type.  The  ras  genes  are  so  named  because  of  the  similarity  with  rat  sarcoma 
virus,  and  there  are  3  types:  H,  N,  and  K.  The  K  ras  gene  codes  for  a  single 
21  kbase  peptide,  and  malignancy  results  from  a  single  point  mutation  In  the 
12th  or  the  61st  codon.  Is  activation  of  oncogenes  essential  for  malignancy, 
or  simply  coincidental?  In  all  cases  examined,  both  In  humans  and  experimen¬ 
tal  models,  it  Is  the  single  mutation  of  guanoslne  to  adenine  at  position  12 
that  Is  associated  with  mammary  tumor  development.  This  substitution  may  be 
the  result  of  a  methylatlon  reaction  (Sukumar,  USA). 


There  Is  a  high  level  of  adult  T  cell  leukemia  In  south  central  Japan. 
Cells  from  these  patients  can  be  cultured  without  addition  of  TCGF  (T  cell 
growth  factor),  and  produce  virus  as  well  as  shed  ATLV  antigens.  Serum  from 
patients  react  with  these  viral  antigens,  and  the  antigens  can  be  detected  on 
the  surface  of  T  cells.  Over  70S  of  the  lymphomas  diagnosed  in  southern  Japan 
are  ATVL- i nduced  T  cell  lymphomas.  Most  of  the  patients  are  over  40  years 
old,  and  there  appears  to  be  family  clustering.  The  virus  may  be  passed  from 
mother  to  child  (Hanoaka,  Japan). 

Macrophages  and  Atherosclerosis 

IL-2,  a  T  cell -derived  T  cell  growth  promoting  factor.  Induces  the  re¬ 
lease  of  clotting  factors  that  enhance  the  adhesion  of  monocytes  to  endothe¬ 
lium.  Monocytes  constitute  a  fair  number  of  the  cells  In  plaque  that  leads  to 
atherosclerosis  (Catran,  USA). 

Some  foam  cells  (lipid-containing  cells  that  are  associated  with  plaque 
formation  in  arteries)  derive  from  macrophages,  others  from  smooth  muscle 
tissue.  The  correlation  between  premature  atherosclerosis  and  lipids  appears 
to  be  with  elevated  low-density  lipoprotein  (IDL),  yet  macrophages  accumulate 
101  too  slowly  to  account  for  development  of  foam  cells.  Acetylation,  or 
chemical  modification,  converts  IDl  Into  a  molecule  that  can  be  rapidly  accu¬ 
mulated  by  macrophages.  There  Is  no  evidence  that  de  novo  chemical  modifica¬ 
tion  occurs  in  vivo,  but  these  workers  show  evidence  that  endothelial  cell- 
modified  IDL  Is  rapidly  Internalized  by  a  receptor  that  does  not  recognize  the 
"native"  molecule.  Smooth  muscle  tissue  can  also  modify  the  LDL,  but  most 
other  cells  cannot.  This  modification  is  accompanied  by  the  peroxidation  of 
fatty  acids,  and  is  dependent  upon  the  generation  of  oxygen  radicals.  EDTA 
blocks  the  modification.  Apparently  the  Apoprotein  B  of  LDL  Is  the  site  of 
modification,  as  well  as  fatty  acid  phosphorylation.  Monocytes  constltultlve- 
1 y  release  lipoprotein  lipase,  and  activation  of  this  enzyme  by  apoprotein  CII 
Induces  the  accumulation  of  cholesterol  esters  and  triglycerides.  The  ques¬ 
tion  Is:  Is  the  macrophage  a  good  guy  (Ingestion  of  LP  and  prevention  of 
lesion)  or  a  bad  guy  (Ingestion  of  101,  formation  of  foamy  cells,  and  develop¬ 
ment  of  lesion)?  (Steinberg,  USA) 

Receptor -media ted  internalization  of  LDL  occurs  primarily  (70S)  through 
coated  pits,  although  coated  pits  are  only  2%  of  the  cell  surface.  There  are 


several  naturally-occurring  defects  In  receptor-mediated  entry  of  LOL  that 
have  facilitated  analysis  of  the  process  of  internalization  and  accumulation 
of  LOl:  (1)  defective  clustering  In  coated  pits  (loss  of  C-terminal  end  of 
receptor)  and  (2)  defective  binding.  Clathrin  Is  the  major  protein  in  coated 
pits.  Depletion  of  K+  destroys  coated-pit  distribution  In  cells,  and  Induces 
a  decrease  In  IDL  uptake.  Receptor-LDL  uncoupling  must  occur  for  recycling  of 
the  LOl  receptor.  The  current  theory  Is  that  uncoupling  occurs  in  endosomes 
prior  to  lysosome  fusion;  uncoupling  appears  to  be  pH  directed,  since  monensln 
and  cloroquln  raise  the  Internal  pH  of  endosomes  and  decrease  reinsertion  of 
LDL  receptors  (Anderson,  USA). 

Macrophages  and  Activation 

Tissue  macrophages  encounter  a  wide  variety  of  signals  during  Inflamma¬ 
tion  and  development  of  Immune  responses.  The  burning  questions  about  macro¬ 
phage  activation  today  are:  what  Is  the  nature  of  the  signal  (s)  that  Induce 
activation?  what  are  the  capacities  that  the  macrophage  must  acquire  for  the 
various  effector  activities  displayed?  and,  what  is  the  molecular  basis  of 
macrophage  activation?  In  all  tumor  killing  assays,  binding  of  the  target 
cell  to  the  macrophage  Is  an  essential  event.  Binding  via  a  receptor  triggers 
the  release  of  a  proteolytic  enzyme  of  38-40  kdaltons  that  kills  the  target. 
The  binding  of  the  tumor  cell  and  release  of  the  proteolytic  enzyme  during 
nonantibody-mediated  macrophage  killing  are  events  that  are  Independently 
genetically  regulated.  In  the  presence  of  antibody,  some  activated  macro¬ 
phages  can  kill  certain  tumor  targets  by  release  of  reactive  oxygen  Interme¬ 
diates  (classic  ADCC).  Some  macrophages  that  are  not  activated  can  also 
mediate  ADCC,  albeit  a  slower  form  of  this  killing.  Thloglycollate  macro¬ 
phages  are  the  best  example  of  cells  that  can  perform  this  slow  ADCC.  A 
molecular  correlate  of  macrophage  response  to  activating  signals  Is  phosphory¬ 
lation  by  protein  kinase  c  (PKc).  One  can  mimic  the  priming  of  macrophages  by 
IFNgan^a  for  extracellular  destruction  of  tumor  targets  with  phorbol  myrlstate 
acetate  (PMA)  and  a  Ca++  lonophore.  Both  priming  sequences  require  an  addi¬ 
tional  trigger  signal  (such  as  IPS)  to  Induce  cytotoxicity.  In  both  Instan¬ 
ces,  protein  kinase  c  Is  increased  during  priming,  and  IPS  provides  the  trig¬ 
ger  for  protein  phosphorylation  (Adams,  USA). 


Although  monoclonal  antibodies  have  been  made  that  Interact  with  a  var¬ 
iety  of  macrophage  subtypes,  none  of  these  antibodies  are  specific  for  the 
activated  macrophage.  F4/80  is  a  monoclonal  that  recognizes  a  macrophage 
surface  antigen  that  is  down -regulated  during  activation  (was  produced  by  $. 
Gordon).  These  investigators  reported  a  new  monoclonal,  ACM-1,  that  identi¬ 
fies  activated  macrophages  only:  it  is  not  reactive  with  inflammatory  macro¬ 
phages,  or  resident  macrophages  of  the  peritoneum,  spleen,  or  lungs,  with 
spleen  cells  or  with  thymocytes.  The  antibody  recognizes  an  antigen  with  2 
polypeptides  of  70  and  45  kdaltons.  It  blocks  cytotoxicity,  but  does  not 
eliminate  cytotoxic  cells  in  the  presence  of  complement.  It  Is  expressed  on 
BCG,  C.  parvum  and  pyran-acti vated  macrophages  (Taniyama,  Japan). 

Interferon  gamma  is  a  major  activating  factor  for  macrophages  of  both 
humans  and  mice.  As  little  as  1  pM  of  IFNganma  Is  sufficient  to  activate 
these  cells.  There  is  a  great  deal  of  Information  that  suggests  that  the 
tumorlcidal  and  microbicidal  properties  of  activated  macrophages  can  be  corre¬ 
lated  with  the  release  of  certain  reactive  oxygen  Intermediates,  notably 
hydrogen  peroxide.  This  molecule  Is  responsible.  In  whole  or  In  part,  for  the 
destruction  of  tumor  cells  and  obligate  intracellular  parasites.  These  inves¬ 
tigators  have  been  able  to  show  a  deficiency  In  IFNgamna  production  In  humans 
and  experimental  animals  during  debilitating  chronic  diseases  such  as  leprosy 
and  leishmaniasis,  and  have  begun  preliminary  trials  with  replacement  therapy 
using  recombinant  IFNga(tma  In  mice  Infected  with  these  agents.  One  exciting 
finding  Is  a  marker  for  Interferon  therapy:  neopterin  (derives  from  GTP  In 
folate  or  serotonin  system)  is  excreted  In  urine  of  patients  treated  with  this 
macrophage  activating  agent  (Nathan,  USA). 

The  antiviral  activity  and  macrophage  activating  activities  of  IFNgamma 
appear  to  reside  In  different  regions  of  the  molecule.  Monoclonal  antibodies 
can  be  made  to  recombinant  IFN  that  Inhibit  either  one  or  the  other  of  these 
activities  In  fluid  phase,  but  both  activities  when  attached  to  a  solid  matrix 
or  precipitated  by  Staph  A.  Hybrid  molecules  of  mouse  and  human  (not  active 
on  mouse  cells)  IFNgamna  suggest  that  there  are  at  least  2  domains,  each  of 
which  regulate  a  different  activity  (Schrelber,  USA). 

That  IFNgamna  Is  a  major  activating  factor  for  macrophages  Is  now 
clear:  this  molecule  can  Induce  extracellular  cytolysls  of  diverse  tumor  and 
helminth  targets,  and  Intracellular  destruction  of  a  variety  of  obligate 


Intracellular  pathogens.  The  question  Is  whether  there  are  non-IFN  macrophage 
activating  factors  as  well.  In  certain  cases,  non- Interferon  MAFs  can  be 
detected:  (1)  a  25  led  molecule  In  culture  fluids  of  the  PMA-stlmulated  EL-4 
thymoma  cell  line  Induces  potent  extracellular  killing  of  tumor  and  helminth 
targets  without  IFN-assoclated  antiviral  and  la-inducing  activity.  This  MAF 
activity  cannot  be  neutralized  by  antl-IFN  monoclonal  antibodies.  (2)  factors 
are  present  In  lymphokine  supernatants  of  antigen  or  mitogen-stimulated  spleen 
cells  that  Induce  intracellular  destruction  of  microorganisms,  but  do  not  have 
antiviral  activity.  (3)  Resistance  to  infection,  one  early  antimicrobial 
activity  of  activated  macrophages,  cannot  be  Induced  with  recombinant 
^Ngamma»  nor  can  M*F  activity  in  lymphokine  supernatants  be  neutralized 
by  monoclonal  antibodies  prepared  against  IFNgamma.  (Meltzer,  USA). 
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•  (  •  mvjrrs s  Sifi-  (  (immillir 
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(  /»  i  h.iimi.m  Sorika/u  l.iMumh 
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S1.is.ihim  kikm  hi 

l.  inii  .l^ii  Sin  ,i/.ik  i 
Sl.is.ivdsu  N.ik.mo 
IcJsiih.’i  (  )t;,iv\  ,i 
MhIi’o  Sdkumd 
\kiid  Shihatd 

knoshi  Idk.ih.ishi 
Hls.lko  l.lll.lk.l 
Idildvoshi  I d in v driid 
I  iimiv.i  l  <  hmo 
k<  ■ik  hi  Wdl.iridh.’ 
k.i/uvoshi  Y.imd»{inhi 
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S.  Klk.  I'll  IlKIdokl 

M.ll  Ilk  l  k\.lk.|s,l 
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>  lil.ik.i  lin.n 
I.lkdshl  Isnhf 
Ikuc.i  kumiid 
N.unnshi  Sion 
Krikn  N.ik.imui.i 
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GENERAL  INFORMATION 


1  Period  and  Site 

Period  September  JiSiind.iv1  September  ~lfrid.ni.  1984 
Site  Ihe  k.n\ ,tn, i  Mold 

■\ddiess  1 4 S'*,  k.ivs.m.t  Itn  Shi/uoka  Prelei  ti.  e  414  |ap,m 
telephone  (ir>r>7  i4S  Mil 

Ihe  k.m .mu  Mold  fine  of  Japan  v  nu  evf  resort  hotels.  is  on  the  side  of  (fie 
P.i>  it"  t  >' r  un  mu rounded  h\  the  beauty  ol  I  u|i  Hukone  l/u  S.ilion.il  Park 


2  language 

Ike  off.i  i .i  1  language  iv  |  nglish  Ikeie  ‘All  tie  no  l.n  ilities  for  simultaneous 
fr.invl.itii  m 

1  Poster  Session 

Poster  v  ,ii  e  i  in  i  fispluv  in  Room  I  e\  er  v  d.n  esc  ept  W  ednesduv  from  1  1  (K1  to  18  (Kl 
(  >ni  I  ion  i  pel  ioi  1  tielvs  eel)  17  (Kl  ,tni  I  1H  (Ml  is  reset v ed  as  the  Poster  Session  lor 
tree  disi  iwioiiv  with  die  designers 


4.  Secretarial 

Ihe  Ser  tetanat  is  open  from  8  (K>  to  19  (X)  .it  Set  ret. mar  Room  on  the  1st  floor 
throughout  the  (  nngress  |M*nod  If  sou  have  anv  trouble,  please  contact  the 
Ser  retar  rat 

5.  Information  Desk 

Ihe  (.eneral  intormation  Desk.  to  be  set  up  at  thr*  (  ongress,  will  offer  answers  to 
general  (Questions,  while  the  Irasel  Intormation  Desk.  set  up  bv  the  Japan  Travel 
Bureau,  will  provide  information  on  ar  r  ommodations  and  travel  The  desks  will 
open 

September  2.  Suntlav  1 1  00  -  19  00 

Septemfser  1.  Vtondav 

September  6.  Thursdav  8  TO  —  17:00 

September  7,  Iridav  8  10  -  12  00 

6.  Notice  Board 

4  notice  board  will  be  installer!  at  the  lobby  on  the  1st  floor  tor  troth  general  anti 
special  notices,  and  personal  message's  to  the  Congress  participants 
In  c  ase  you  want  to  get  ahold  of  someone  at  the  Congress,  please  go  to  the  General 
Information  Desk  They  will  post  your  notice*  on  the  Notice  Board 


7.  Name  Cards 

Please  display  your  Name  Card  (provided  to  you  at  the  time  of  registration!  at  all 
times  during  the  Congress  for  your  convenience  and  security  Cards  have  been 
prepared  in  4  colors  as  follows: 


to 


» 


•1 


Blue  At  live  Member  ,tn<t  SoiinK  S<  lentist 

Red  f amilv  Mcmtici 

P.|l  |  ill’  Illy  Ill'll  (  il|«*M 

(  a  ee n  'seiietaii.lt 

8  (  ini  mi  t  In  li.inip' 

1 1  in  mu  ii  <  .jiii'in  v  i'll  hanv>e  m'iuici  will  be  pr  ov  ided  .it  the  K.i  vs  .m.i  Motf  I 
9.  first- Aid  and  Mfdn.il  Assistant!* 

P.titu  ipants  neediny;  1 1 1 si  aid  should  apply  to  tbf  C  ormress  Set  rft.m.it,  nr  thf  (min 
df  'li  i  it  tbf  bnii -I  Mfdn  ,il  i  .in  -  or  hospit.ili/.itinn  i  an  bf  quit  kly  arranged  in  ( ase  nt 
emen{en<  y 

10  Sports:  (Volf.  Tennis  and  Swimming 

Among  the  l/u  t’emnsiil.i  Itn  (  its  is  most  frequented  bv  foreign  visitors,  and  The 
k,  i  vs  ana  Hotel  has  one  ol  the  most  tamoiis  <  .oil  i  our  si's  in  japan,  the  (  u|t  <  nurse" 
and  the  <  )sluma  i  muse  And  the  Resort  Hotel  Southern  (  loss  also  has  verv  good 
( iiilt  t  nurses  Sou  i  an  also  en|i>v  tennis  at  the  above  mentioned  hotels  The  pool 
rn.iv  also  lie  treelv  used  tint  be  avsare  that  no  lifeguard  is  on  duty 
The  Spoits  Desk  vs  ill  be  set  tip  in  the  1st  floor  lobbv  Those  wishing  to  par  tit  ipate  in 
Holt  or  tennis  are  requested  to  apply  at  this  desk 

11.  lunrh 

I  urn  h  vs  ill  l>e  ser  vcd  at  the  following  lot  at  ions  within  the  kawana  Hotel : 

(irill  Room  iM.nn  Building  Basernenti  11  00  IS  00 

l>  .rung  Room  (Main  Building  1st  floor>12  00  -  14  00 
lounge  (Main  Building.  1st  Moon  1*  (X)  14  00 

Sun  Parlor  i.Main  BuiIiIiiik  1st  I  loot  i  10  00  18  (X) 

12.  (  of  fee  Break 

C  ottee  breaks  are  planned  tor  both  the  morning  and  alter  noon  The  morning  break 
will  be  in  Banquet  lobby  at  10  TO  11  00  The alternoon  break  will  be  held  in  Room 
1  iPoster  Session  Roomi  at  18  00  1’  00 

11.  Imursion 

Noh  tour  is  planned  as  an  e»<  utsion  on  September  S.  Wednesday  Asaba  s  Soh  is 
vetv  unique  in  that  you  may  enjoy  thi'  naditional  atmosphete  asyouated  with  the 
most  aristoratu  ot  lapans  theater  arts  (or  questions  about  or  appluation  (or  the 
exursions.  please  inquire  at  the  Travel  Information  Desk 


SOCIAL  EVENTS 


1  Opening  (  t'lemony 

I  Sepli'mlx'i  Stiml.n 

tin, .■  18  00  18  40 

I’l.n  i  Room  \ 

‘toll,  mint:  the  ( Ipi-nmi:  <  fii-moiH  1 1 1«  •  k,'t  m  itc  \iltir<">s  v\ill  !«•  |>r<*M,MN,<  I 
In',,’  18  40  19  10 


2  Well  umi1  Rei  option 

i  ).*»,•  Seplimlier  2.  Siinil.n 

I  mir  19  40  -  21  00 

t’l.t,  ,•  R<  ii  >m  C 

li  i'  In  ludril  in  ii'Kisli.itioii  to,' 

I  1m  •  ‘‘V  lntnmi.il 


1  Banquet 

I  ).!«•• 

I I  mr 
Pl.ne 
Iv,' 

I  )|,'SS 


September  6.  Ihmsii.H 
19  00  -  21  00 
Room  '\.  H 

Im  lulled  m  iPRiMiatinn  tee 
lntorm.il 


4  (  losing  C  ctcmom 

.  i  itc  September  7.  I  ri<l.n 

I  mil'  18  15  -  18  45 

t’l.n  e  Ri  ii  tin  4 


Business  Meeting  (lURfS  officers  only) 
Dale  Seplemfiei  4.  luesiiat 

lime  12  00  —  1100 

PI.ii  <■  Room  H 
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SCIENTIFIC  PROGRAM 


keynote  A<klr«*ss 
Room  \  1H  44)  1'*  *(!■ 


Sept.  1  (Sun) 


[he  Ma<  rophage  as  MulliU  (  ell 

/a'lstl  A  l  nlsn 

(  ti.ii' (>•'' s<  iii  Mi/11  ktiiiin.t 


Plenary  Session  1 

Km >rn  V* H  ,'i  U)  mi 

Viruses  On<  ogenes  anil  Human  1  ymjihotnas 

Presiding  M.e,|i  i  1  i.e  i ,ii  >K  .1 

Sept.  1  (Mon| 

1  (  )m<  •  nji*n**s  ti  <  HuMi,|H  l  ,iiu  i*» 

Sarasvvali  Sukumar 

2  ?hr  Rrl.i!  i<  imhip  <  »f  MIIV  fit  lvmptn>?  r  .»n«l  Ml)'' 

Salahuddin 

J  1  hr  Rol<  i  tt  (  )in  (ij’i’lirs  <n  (irnphmtj  Nrnpl.i  ms 

l  tourge  klein 

4  V  n  rr"  ,itnj  Human  IvPMphomas 

Mas, in  Hanaoka 

Symposium  1 

Pi  m  im  A  1 14  (Kl  1  '  (K). 

Sept.  J  (Mon) 

The  Regulation  ol  Mat  rophage  Development  and  fumtion 

(  hair  pel  sons  Isaiali  1  1  idler  and  S  kasakuta 

1  Hie  Ittei  ts  ul  ilie  Various  \K.  •nls  on  the  <  ultured  kupHer  C  ells 

Shotaro  Sakisaka 

2  Phenotypu  <  barai  len/alion  of  <  ,amma  Inlerteron-IndiK  ed  Human  Monocyte 

Polykaryoris  iMPi  |.B  Weinberg 


I  Regulation  ot  expression  of  IPS  Re«  eptor  on  Mouse  lung  Mac  rophdges  by 
lymphokmes  k  S.  Akdgdssa 


Sept.  3  (Mon) 


4  Protein  kinase  Activity  on  the  (  i’ll  Surfac  e  of  a  Mdi  roph.iKel  ike  f  ell  line. 

|"4  1  (  ells  f  \mami 

'  Selei  1 1 ,  e  1 1 1  rin  i*  (  i'll  I  v  ms  I  iv  Non  Spe<  I tl<  .lllv  "Vi  I i v  .i t •  *<  f  Mac  rnphaRes  I  )er  tved 
from  lony;  letm  Bon*1  Martovs  Cultures  I  liH-wmsInn 

h  I  i  Kii  i  l  it i  >r  Mi  it ) i il.it  ion  ,im  i  (  v  lotos  »  At  t iv  its  of  Por <  me  Pulmonar  s  Alveolar 
Mai  ’ 1 1| ifi,n;<  '  Toon  B  kim 

’  I '  , ■  |  .iii.it*'  ot  Mv  i  i  ill. ii  in  i.i  tn  St i mi 1 1, ill •  (’Ii.ii>i ii  v  In  So  pen  ixiijc  Anton 

(  ■!  I  ii  •  i  ,itii  in  is  (  i  ii  o'l.iti'i  i  v\  i  tfi  tfin  Absent  e  ot  (  i  hi  i  j  ill 'tin 'lit  At  tiv  ,it  ion  in  \  itro 

I  |  Hol/i'i 

tt  ftic  Ki'vtul.it' it v  koln  nt  1 1}»  ixy  vjenase  f’toifui  ts  on  tin-  Stimulated  State  ot  R.n 
K  iptti't  (  i'll-  M  Bttmclin 


S>ni|H»Mum  1  September  )  (Mon) 

Room  H  1 14  (Id  P  (HI 

Analysis  of  Mat  rophage  Regulation  and  Fffet  tor  Functions 

(  fi.iii|)i’tsiins  |  Stephen  H.isktli  and  S  Muramalsu 


1  Disappearance  and  Re  ippea'ani  e  ot  Resident  Macrophages 

|ni[>oitan(  e  in  (  patvurn  Indue  ed  lumonctdal  Aidvitv  Stephen  Hasktll 

I  ndotosin  Indue  ed  Miiiini  y le  \fai  rophage  l’ro<  oagulant  Aitivity  in  the  Rat 
Requites  (  ollahnt  atmg  I -1  ympfiot  vies  Peter  A  1  ando 

f  The  Role  ot  Spienu  Mac  rophage  on  the  Bloocl  Cell  Destruction  S  Matsucia 

4  I  he  Indoi  t  ton  ot  t  Inman  Mi  min  vie  Inter  leukm  1  Synthesis  and  Set  ret  ion 

R  C  Session 

ri  (All  SA  Prodiic  lion  In  Human  Moitoc  y  te  Solisets  |.R  /uc  alt 

ti  Peanut  Agglutinin  Receptors  on  the  Human  Mac  lophaRe-Histioc  y  te  Senes 

R.  Tsunoda 


7  Immunohistoc hemic al  localization  of  S-100  Protein  Subunits  in  the  Human 
l  ymphoreticular  System  TAkagi 


Symposium  4 

RoOM'.  I  14  (HI 


1  '  MU 


S'|ili'mhi‘r  1  I  Mon  I 


1 


Ibe  SijfUi  ••  mil  Her  eptors  ot  Mononm  tear  PhaRotvIes 

(  h.iiiprr sons  Thomas  \  Hamilton  ,nn1  I  Masuria 


1  HlciliK'  Internalization  ot  Pnlysac  <  hande-(  oated  liposomes  into  Phanor  vies 

Yasuko  l  eii.i 

2  (valuation  ot  the  Ixpiession  ot  la-AntiRen  on  Soimjl  an  Immune  Pentonodl 

Maiiophaites  as  Demnnvtiated  tiv  RosettinR.  Immunol  slot  hemistfv  anil 
AntiRen  Presentation  Rofiert  II  |  Beelen 

I  \  (  ompal  a!  iv  e  M  u'tv  on  the  I’r  i  scm  ••  ot  Ant  mem*  (  )efnr  mirianf  s  on  Sol  Inal 
keai  toe  ami  MaliRiiant  Mai  mphaRfs  P  I  M  Knholl 

4  (he  I  plate  ot  Polvsai  <  hamle •(  oateil  I  ijxisomes  In  Mveolai  SAar  rophaRe 

Akimitsu  Tomonaxa 

!i  (  omptemenlai  v  Rules  ot  kopttei  (  ells  k(  anil  livei  (  nilottielial  I  ells  ill(  i  in 
the  I  n< lot  v tu  I  urn  tiuii  nl  K|S  in  me  I  him  Haul  Smedsind 

t)  lilentitii  ation  Quantitation  anil  Pattial  (  (>aia<  leii/ation  ot  a  Viunt  (aitoi 

vstin  h  Inhibits  libionettin  (  ollaReti  HindittR  Artivilv  (tank  B  Crider 

7  Mai  tophane  Surtai  e  (  hatiRes  (  auseii  hv  Influenza  Virus  and  Interferon 

M  Sovs  akovsski 


Symposium  4  September  I  I  Mon) 

Room  I)  ,14  00  P  (KJ< 

I  be  Kill  of  Mit  robes  by  flements  of  fbe  MPS 

t  h.ni|M*rsons  Seymour  I  Klefianott  and  (  Omni 


1  Adoptive  lianstei  ot  Immune  Re  .jxinsivr-ness  trom  Heavily  Infer  fed  AneiRit 

f  tank  M  C  ollms 

2  Mai  ropbaRe  Ai  (nation  anil  Ri'vislanr  e  to  listeria  monor  vfogenes 

Maurll»•  |  l  effort! 


s»-pi  3 


I  Mon  l 


t  H.ti  ter  i)  ii  t.il  Ac  tis  its  nt  (Vi  iti  meal  Mac  1 1  iphattes  of  Bei^c  Mu  c  a  ith  (  hediak 
Hn;.islii  Ssndtnme  M.is.isasu  N.ik.ino 

4  I  lei  tr  »  »n  M  x  f • » st  <tpi<  Mu<h  on  (he  Intrf ,»(  | mn  of  t  isti'fi.i  innrux  \!o^i*n«*s  anti 
^iih|M»pul,itM m\  nt  Mouse  IVf itoneal  Mawophanns  M.is,  thin  i  kl/.lk  i 

'  1 1  >•  f  !!•  ••  •  .  i*  Bilit  ul  ii 1 1  .inti  Bill'  Ac  n)s  on  (  )s  v Kon  I  )<-|M‘ix lent  B.h  tern  nl.il 

Niti.i’.  •  >•  If  i"i.m  Si-oiii  ipfiik  Masahikn  Ia.ih.ik.i 

l<  I  tli  i  ts  ot  f’li  I'.t.iyl.imims  ,imj  S<  .iu-iihits  tor  Onticn  Inter  mediates  on 

(  III  ill  suits  ot  Pol>  nior (itionui  le.u  leukocytes  il’MS  K •  •  1 1 1  k.isuk.iA.i 

\  I  iiimii  I  Mi'tfin  my  I  I  etn  y  I  Ptiens  l.il.imne  Ini  fin  1  Si  i  jut  m  ide  Release  ot 

(  .ill  ium-1  lepleted  Hum, in  Neutrophils  MiA.iko  \akui;.is\,ir.t 

ft  I  nli.iui  i'Itii  -  nt  ot  (  )\  \  sp  *  r  i  (  or  im  in  i|  it  ion  i  it  \i-nt  r  oplut  1 1 ,  \  ,tr  i.ida'i 

>  ilk  Hi  (  )/,|k  i 


Poster  Session  I  Sept  t  iStoni 

Room  I  r  1"  1)0  1M  (K) 

(  ft.iirjiiTM  ms  tmi  Hui  /ham;  St  Mnu.tsaki  .mil  stiiiAooil  SI  Ki-ii  (i.ml 


I  Piotec  Its  e  Role  ot  Ms  nol.ir  Slat  r  ophavie  liiAmo  in  l  s  |iri  imnnt.il  Pulmnn.n  s 

Inhere  ulosis  S.iroi  l  lsdmlidsekX.it 

ImmurviloKK  dl  (  e>nse<}uene  es  ot  Most-Parasite  Membrane  Inter d<  tions  in 
Human  talc  iparum  Malaria  (  I  Oc  kenhouse 

t  tndorvtnsis  ot  the  Idle*  Particles  b\  the  tnitoltieli.il  amt  Kuptter  (  ells  m  the 
Perlu fit  K.tt  liser  (  lin-ko  Dan 

4  t  oams  Mae  rophdKes  Assoc  lateii  Aith  t  rvthrophd«oi  vtosis  lokuhiro  Ishthata 

5  lei  tm  like  Receptor  on  Murine  Mar  rophage  (  ell  line  C  ells.  Mml  Involvement 
ol  Si.iIh  \i  ul  Binding  Si(i*s  in  Opsonin  Independent  Phajjorvtosis  toi 

tell!  iy>cnic  Rerl  (  ells  Seishl  ksni/umi 

t>  l  ptake  ot  Mast  (ell  (<ranules  by  Relit  uiar  (  «*lls  and  Macrophages  and  I  heir 
At  id  Phosphatase  Activity  in  the  Rat  lymph  Node  kenji  Mivat.i 

r  Phagosome  I  ysosome  t  usion  in  Human  Ma<  rophages  lust  Incounter  with  M 
leprae  David  M  Stollard 
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1 


H  Pn  K»»lro!  'Nnli -I  isfi*f  i.<  \nlihn<j\  on  ihi*  Super* m<j«*  Pf< hUh  !h in  .1  n< I 

I  is<«  m<  ni,il  \<tivitv  of  Pi  ilmon.ir  \,  'XkonLir  \1.n  n  Mnnl.ik.i  Sun.i 

l*  \",tv  Slefhorl  ttir  \<  fui*  Ph«u*o/  womn  of  Poh  mi  >rph«  mm  !i\»f  I  rukor  »?#•*»  hv 

lluiiii'su'in  I  .limn  from  Ph.i^ot  v lo/e<j  Hcsirk  K.i/ljm  S»j/uki 

P»  In  \  1  v « »  kmi'lii  -  •  »t  I  (  Ket  rptor  Alcdi.ilrd  (  ril  Drsliiididii  I  siny  ltf(  (  (  1  uteri 

>ul.*k,i  Tak.ih.ishi 

1 1  Iron  \1el.ihnli*»M«  1  f  1  ?hi-  Kriii  uLir  <  nils  «inii  M.t<  rnph.itges  « >t  the  K<i f  l  \mph 

\«  »«lr  Sinn*  ,i»  Mmiietj  lli'dfuii  Mi(fr)s(opv  krnn  In  hik.n.i 

1J  1  r.irisi*lut«imm.isr  «iiu|  \1.h  f  oph.ii^-  hjfxtiun  keouke  1 1  *»fi  t  v%  ,»r  ,i 

H  Difet  I  Me«isuremrni  of  Ph,n»nsnm,il  Ke«i<  tue  OwK*‘n  in  Mi<  rospheie*  Hound 
l  muni  »i  I.tk.ilumi  l  (  hui.r 

14  O^ijrn  Intermediates  in  the  Pa!  honenexis  o!  Shot  k  Sherwood  M  Rru  hard 


I 

/ 


i:  no 


Vplrinber  4  1 1  u«*> 


Sept.  4  (Tue 


Wenarx  VsMon  II 

K. ».  in.  \  •  H  '(  (XI 


Mat  rophdRex  and  Ath«*ro#eneM\ 

1’irsidnu;  R.im/i  S  <  olr.iri  and  Mi/n  Knfima 


1  Mat  r« loam  (  ••II-  and  Vlheionid'  Ram/i  S  (  otian 

I  ((fair  i»f  I  i j m J-  and  Regulation  <  it  (  liolestetol  Melatmlisni 

Kii  haid  ( i  Kndefson 

(  Mai  inphaites  and  I  t|x iptotems  Daniel  Memberi; 

4  Mai  mphaRes  and  Vec  r •  n im  •  >f  -\|x>lipopinteins  /ena  Werb 

"i  Mai  ti  vphavtes  and  •  umulation  nt  <  holesterol  I -t>  '  in  Atheromatous  -Volta 

lai-uxa  Takano 


Sxmpmium  >  Scplcmbci  4  Due  I 

!  Room  -V  -  14  IK)  I'  (HI 

the  Regulation  and  fxetution  nl  the  Inflammatory  Response 

<  han  pi  I  Min'-  Sitpird  I  Sorniann  and  I  Voshida 

I  l.ranuloma  humjiinn  In  Mviolit  -Vi  id  (  untdining  (>hmlipidx  in  Sixaidia  and 
Related  faxa  Keri|i  Kamila 

I  x  pen  mental  I  f>ithi'lmid  (  nil  ( .ran ultimas  I utter  (  l«*  loimation  and  ImmunoloRii  al 
(  oinprii-m Marian  |  Ridley 

I  I  xjierunental  I’nlinonaiv  Ionian  Brxlx  ( aanulomalous  Inllammation  and  Vneigv 

(  raiR  Allred 

4  I  hr  Roll-  ol  Interleukins  m  (  .lanuloinalous  Inflammation  and  the  Asxix  idled  Anergy 

Takeshi  Yoshida 
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Mr  mix  ste-MixIulatiiiK  lartors  in  Sattoidosis  Seta 


Toru  Baba 


*>  Pk  eminent  I'd  Mini  turn  i  it  I  ilirnmi  tin  hv  Hum, ill  Alsitil.ir  Ma<  rnphagcs  in  lnliTstiti.il 
limn  Disi-usos  Hiroshi  VVatanalx' 

linv  Silu  ate  (  i  vstals  Ilium)  in  Mai  rophages  ol  Plnural  fluid  «>t  Ashestos-I  x  posed 
PatiiTits  >  ,,||  Kimula 

8  I  lii'  I  tti'i  t  i  it  I  ndotox in  and  (  ,ad<  ilimum  (  hl< wide  on  die  A<  ute  .  Seplu  I’ri  ilonitis  in 
Rats  (,  la/ar 


Symposium  f>  September  4  Hue) 

Ki  min  I)  14  IK)  I"  (Kl 

(  ell  (  ell  Interactions  in  Regulation  of  the  Immune  Response 
(  hairpersons  Mu  hael  lelrlman  and  1  Vamashita 


1  The  Accessory  (ell  lunition  ot  Human  Alveolar  Mai  rophages  in  T  Lvmphocvte 
Proliteiatise  Res|)onses  Mono  Ohtsuka 

J  I  V  Positive  Mat  rophage  (  ell  lines  with  APC  Activity  Toshmori  Soeuma 

)  I  ntianc  eluent  ot  Miiiiik  vte  Ac  i  essoiv  C  ell  f  uni  lion  tiv  I  liter  let  on 

Susanne  Bee  ker 

4  lmmunolonK.il  A<  tiv  its  ot  a  Murine  Macrophage  Cell  line.  Immunological  and 
Bum  hemic  al  Charac  teristu  s  of  the  T  Cell  Activating  factor  |S|  Osamt  Oatmaro 

r>  t  uni  tional  Properties  ot  C  ultured  Murine  Thvmic  M.u  tophages.  Release  ot  IL-1  and 
Induction  ot  MH(  Restricted  Proliferation  ot  iT-Cit-A-l  Sf>ee  itie  T  Cell  line 

Ruth  Gallily 

b  Osstunc  lion  ot  la-Positive  Antigen-Presenting  C  ells  in  1  umor -Bearing  Hosts 

Ukt  Yamashita 

~  1-1  Positive  I  tried  Mar  rophages  Replac  e  the  Splenic  Acc  essory  Cells  in  the  Indue  tion 

ot  Suppressor  I  Cells  Retko  M  Nakamura 

8  Suppressor  Cells  Including  Plastic  Dish  Adhetenl  Cells  in  Murine  Bone  Martow 
Chimeras  Masahtro  Imamura 


4  I  >t  vi  i  ihutn  >n  cil  Anomalous  |  \  mw  elites  in  Me  >r  x  ><  y  lev  .mil  tissue  Mac  rnpKivtrs  of 

Heme  Miiiim'  Yutaka  Kanakami 

5  lm(»  .11, m,  c  .if  the  Siiiiim  in  |.)  I  Icncstration  li  if  Blood  Miimih  Uf".  to  Settle  on  the 

Sinusoidal  Suttac  e  I  Madatame 

fi  I  ili.ivliui  tut.il  Analysts  ul  Relationship  Hetyseen  111  7  (  oils  .md  ( )« •  r  u  j  r  i  <  i< 

Kclu  iilum  (  ells  in  (terminal  (  enters  ot  Hum.in  lymph  Nodes  lumiaki  Nuria 

I  anner  h.ite  |\pe  l>endntii  (  ells  in  the  lymphnodes  ol  Nude  Mice 

I  liinfsut’iJ  I  d.t 

8  litiMiiinohistiiiheinn.il  studs  ot  Dendritic  Reticulum  (  ell  in  lymph  follicle  ol 
Union!  Mitsunori  V amakassa 


Poster  Session  II  Septemer  4|Tue) 

Kihuii  I  r  (Ml  III  (Mil 

(  h.iu  per  si  ms  S.iru;  Ho  Kim  K  H.itiyj.is.i  .ind  Pierre  |.ic  c|ues 


1  Deselopment  ( it  Splenic  I  llipsoid  .mil  Its  (  ellulat  (  onslilution  m  (  hick  Imbryo 

|un|tei  \s.ti 

J  (  liemilnminesi  em  e  Kesjionye  ot  I  one  tinnally  Dilteient  Human  Peopher.il  Blood 
Mom  .  tes  ,md  Its  Modulation  In  Prc  >st.u;l.indins  (  ail  (,  I  njdor 

(  the  Induction  ot  (  stost.itn  M.n  ropluKes  and  •\nti  1  umor  lltectshs  Intlammators 
Neutrophils  Man  tichtenstem 

4  (.ranulocytc  M.n  rophaK1'  Pioyremtot  (  ells  m  the  Ir.er  ol  Human  Imhrvos 

Voshihisa  ( )hnishi 

s  l  Itiastruc  (oral  I  ealure  ot  the  I  ysnnme  (  orit.nnmy;  (.  ells  ot  the  Kat 

Hidcsr  Sjkuma 

h  Hsaloc  vte  A  Possible  C  ell  that  Belongs  to  Mononuclear  Phagocyte  System 

Voshitsugu  Idgassa 

7  Deselopment  ami  Maturation  ot  letal  Bat  Mac  rophages  m  Ontogenesis 

Kiyosht  lakahashi 


Sept.  5  (Wed) 


Plenary  Session  III:  September  S  (Wed) 

Pi >i im  \ •  B  i‘»  IK)  1.'  IK). 

I 

Macrophages  as  Regulators  ot  Multiple  Host  Systems 
Piesiding  Ralph  van  forth  and  ka/uhisa  Saito 

L_ _ _ _ . 

'  MaiiophaRr’s  as  Autoregulators  ot  Mononuc  lear  (  ell  Prolitnration 

Ralph  van  I  urth 

2  M.itiophages  as  Regulators  ot  the  Immune  Res|>c>nse  Howard  M  (irev 

I  Mode  ot  Antigen  Presentation  in  Assentation  with  Macrophage  la  Molecules  tor  I 
(  ell  Re<  .ignition  Takushi  ladakuma 

4  Mac  rophages  as  Regulators  of  the  C  oagulation  System  Thomas  A  Idgington 

i  Mac  lophage's  as  Regulators  ot  the  Acute  Inflammatory  Response-  William  Scott 


Wednesday  Symposium  I  September  5  (Wed) 

Room  \*H  ill  (K)  -  IS  OOi 

Analysis  of  Malignant  lymphomas  with  Monoclonal  Antibodies 
Chairperson  k  kimuta 


1  Monoc  lonal  Antibodies  for  the  Analysis  of  Non-Hodgkin  and  Hodgkin’s 

lymphomas  Harald  Stein 

2  B-(  ell  lymphomas  and  Their  Monoclonal  Antibodies  Kokictu  kikuchi 

t  Immunopathologic al  Study  of  f  (ell  Malignancies  with  Monoclonal  Antibodies 
against  f  Cell  leukaemia  Associated  Antigens  Ryu/o  lieda 

4  Mono*  tonal  Antibody  Study  in  l  vmt»oul  Malignant  v  Masanon  Shimoyama 


September  S  (Wed) 


Wednesday  Symposium  II: 

Ri  ■■  mi  \  •  H  i  I',  in  r  (Ml 

Proliferative  Disorders  ol  lanxerhans  and  Related  Cells 

(  h.iupeiMins  (  hnstian  Ne/elnf  and  \  Slikala 

I’.Uhi  ii.  >v;v  iK  HistiiM  ylosis  V  (  hristian  Se/elot 

Du-  K’.iie  .it  I  ,iny;er  tuns  <  elk  in  the  Immune  Response  Joset  S  Smolen 

Malignant  I  listm  v  ti  ms  ,|iu  j  I  /one  Mistux  y  te  Shays  VVatanabe 


Imrn.  innhisti  m  henm  al  Study  i  it  Mistin'  V  tosis-  X 


Yutaka  Imai 


i:  (Kir 


September  f>  I  Thu) 


Sept.  6  ( I  hu| 


Plenary  Session  IV : 

Ri  mm  v b  . on 


L 


Macrophages  and  Activation 

I'ti'Milmi:  I  toipti  ( )  Adams  and  Inhru  loluinaga 


1  \tfi  Oanivm- i  ii  I  at  net  Rei  ( ignition  aoi I  I  )esttui  tii.m  by  Mai  mphages 

I  )<  ilph  O  Adams 

!  )< -i  m  iIm  hi  ot  Ma<  ii  iphages  m  \  am  >us  Mage  ■  >t  \i  tivatu  >n  bv  Monoc  Iona  I  A  no  lx  idles 

ladavoshi  Tamyama 

I  Indoitton  of  \i  Ovation  m  Human  Monocytes  bv  ti.imma  Inlertemn 

(ail  I  Nathan 

4  I  lie  Mt  >lei  ulai  Base  ot  die  At.  lx  in  nt  MAI  Inteiteioti  Rotsei!  Sc  hteibet 

5  Mai  inphage  VthvaOontot  I  lislim  lion  ul  Paiasites  MonteS  Melt/ef 


I 

j  Svmposmm  S:  September  b  ( Ihul 

j  Room  A  i  14  (K!  r  (K) 

Interrelationships  Betvsc-en  lumors  anil  Mononuclear  Phagocytes 

(  haii|M'rsons  Milan  kopmvsslo  and  I  Isiibura 

1  (  bailees  in  the  Mai  lophaK*'  Density  in  (, toys  mg  Metastaves  Petei  )  Bugelslsi 

J  Kole  ot  Spleen  (  ells  Responsible  lor  the  Regulation  ot  (  am  ei  Metastasis 

Masato  >agi 

t  I  uni  turns  ot  Mat  inphage  in  (  am  er  Patients  YouMui  /hang 

4  Splenii  Suppiessor  Mai  mphages  in  Tumor-Hearing  Mne  lakashi  lu|ii 

5  Natural  (  ytnloxicifv  ot  Blood  Monocytes  in  Camel  Patients  Itsuro  Yanagavsa 

(>  Human  Alveolar  Mac  rophage-Mediated  Tumor  tell  Killing  Production  ot  Tumor 

<  vtoiomi  I a<  tortsi  and  Its  Action  Sahuro  Seine 
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\nti^«*ni<  and  \<  id  Shuiphi  c  M<  »nu  ilui*\  HrK\i*«*n  M  f  I  V  and  flu*  Krtr<  a  irus 

(  Pfutnn  plM  |  <  iarunW<» 


Svmj>osii!m  10  S«'pu*mtM*f  b  (Thui  I 

k<  h  ,n  \\  14  1 K I  1'  (HI 

!b<*  Rolf*  ot  Monomu  Irar  Phagocytes  in  Disease 

i  Is, ii/ p#-/  si  >r,s  I )a\ td  N  StOMin  and  k  lakaKi'hi  j 

_ j 

M.ii  ii  >ph.u;es  ani  i  l.i'niitii  Km  >  U  >vi  v  l)S  Ncknti 

i  lif  ()  r  im  ot  <  >aoi  her  (  ells  .mil  l  lti.islruilui.il  (  (imposition  ot  (heir  Stored 
St.itei  ;,il  M.tki  ito  N.nto 

t  hat.K  tel  i/alion  ot  lo.im  (  e(h  and  Parfti  ipatrori  of  *  1u<  rophai;es  in  Atherot;eriesis 

Kook  In  I  <  imit.i 

Alveolar  Mar  rnphaije  Ai  (nation  ot  Patients  vsilh  lnterstiti.il  l  un^  Diseases 

Akihiko  N.in.n 

Super oxide  I’todui  tion  ot  Moiioi  v  t<-  I  )<•(  iv ed  Mat  rophaijr  tr i  uti  (  nliatgen  I  )ise,ises 

f letsu  OiJ<  hi 

I  >\  slum  lion  ot  HI  VI  )K  Positive  Mono*  vies  in  Si  I  I’.itients  f  umihiko  Shirak.ivsu 

Impaired  Adherent  (  ell  Sow  lion  in  Sodium  t’enod.ite  iNalO.I  Aitisation  ot 
Mononur  lear  C  ells  iMSi  from  Paletots  with  Syslemn  lupus  Irytheroafosus  (Slti 

R  lomnit/ei 

Produi  tion  of  t  iliionei  tin  fiv  Moikh  vtes  and  Alveolar  Mai  tophaxes  in  Patients  with 
Progressive  Svsiemir  V  lerosis  h  hiro  kono 


the  fffeits  of  fmmiino  Adjuvants  on  Plasma  I  rbroner  tin 


Takao  kikin  hi 


Symjxismm  II 

k*.  •.  .'i.  (  14  IK) 


I  '  INI 


September  b  (  Thu) 


Biology  ol  the  Neutrophil 

(  1 1 .1 1 f  j  »* * ?  .mii\  kn  hard  H  Inhuston  .ijm!  M  Soshtnaga 


I*' i  m  Ji  ji  Th  >f  ’  (it  the  I  v  mphi  h  yte  stimulating  I  ai  tor  by  Pi  ily  ini  apt  ti  ini  n  leal 
I  i-nk  i  »  y  ti-.  I  umim.ts.i  l  ,i  ito 

I1'  i  ipet t i»*k  i  it  I v;  'V  in  l’i  >1  v  mi  ir  | tin  min  lc.it  I  i mi l>i  m  y  tcs  / m.i  Molt  jl  is  fan  u 

Vier  atmii'  in  ( ,r anuloi  y  te  i (  e  1 1 it i<  In  m  vMtli  (  it r  ate  Soluble  i  (  s  i  am  I  Inst  iluhlf  i  (  1 1 
Nephrnpathu  Immune  (  ompleo-s  d<  i  f < t vs .1  f < (  I  Rules 

I'1  ■ .  i  c  *  h  i  tt  i'i'  Mimul,it<  us  Sulislani  <*'  KelfUM'd  triim  Platelet' 

I latuhikr i  S.ik.imc iKi 

Suppressive  Ittritv  dt  Ni<  otme  mi  tin-  Detensf  lunition  ol  Hijm.m 
Poly  morphonui  lear  I  fukoi  ytes  in  \  itro  Sumiko  Stsagassa 

Regulation  ,  it  (  i  ml 1. 1<  tilf  A<  tis  its  ol  C  i  intt.ii  tilf  Protein  (turn  Neutrophils 

Nohuhiko  Shih.it.i 


Symposium  U:  September  b  (Thu) 

Kiidtti  I )  1 14  (XI  r  (X) 

Immunopharmai  ology  and  Immunotosu  ology  ol  the  Mononuclear 
Pham*  vie  System 

C  h.m  pet  sons  |.n  k  II  Dean  anil  I  A/uma 


Mai  rophage  Aitiy.ition  by  I  alls  At  ni  Derivatives  ol  (,luc  osamtne  l-Phosphale. 
Analog'  dt  the  Keilui  ing-l  nil  Subunit  of  lipul  A  lounil  in  I  si  hern  Ilia  toil 

Masahito  Nishi|ima 

I  uinoiii  1 1  la  I  (  apai  ity  ol  Aftitu  tally  Activated  Murine  Mac  rophages 

Wilveria  B  Atkinson 


shi/ophllan  |SP( ,p  Treated  Mat  tophages  and  Anti-Iumor  Activities  against 
Sy ngeneii  and  Allogeneic  T utnot  (ells  I  (  harac  (eristic s  ol  SP(i-Trealed 
Macrophages  Isamu  Sugawara 


4  Inhihif’iin  of  Inmor  Mnla^faMs  v\ith  *\(  fixation  •  »f  Mac  rnptiav£<M'  fn  HKM 

1  akashr  V  tl fT'i.i s. H it .1 

\r  :i  iniii  !  <  »t  >m)  \hmi*  of  IuIimm  .in  lmmunomo<  lul.itin^  fVptuji*  Hormonn 

K#*n|i  Nrshi*  .i 

h  !>»■’«  «  ?n  >n  of  .r  Mpha  Intrr  for  on  K \  \  \ssc k  iat«*d  v\  it H  Inf r.u  x  toplasn  n< 

■\lph.i  InfiMfrion  \i  in  V  fixated  Human  Monoc\l«»s  Heniv  (  Stru-nsoii 

Mirii  »Tox  ii  iK  »f  Mi*  r  \dmtniMef  im  j  I  frphrnv  Ifndantom  M  I  l  ijsfer 


Po^trr  Session  III  S«kpU‘ml><*r  f>  (Thu) 

R<  .(.n,  I  1  '  INI  IM  INI 

(  l.nr  pi  ?  i  *i  in  Sana  (  handr  .im-Mii  II  Mara  ,inij  fVh-r  ‘Miramott 

\  l  Vnn.itop.tlhti  1  .'npdadenopadn  sh/vii'v  liki  \s.jno 

Incf.jifHin  of  !  i  jmof  u  tdal  M.h  luplvi^'s  and  ( jf  anuli  x  v  ti«s  l>s  the  lnlranas.il 
\ppli«atH»n  *  it  MIT  IM  a  lipophvlu  Muraiml  Peptide  l)(»  Hraun 

\  Mfered  f  ellul.it  Me<  hanisrm  of  1  uinot  K.  •sislanii-  lolInvMin;  1x|>iisuri“  In 

(  .ii  i  i  :n  >i;ii  n(  I'*  >i-,  i  .  i  in  \r  i  mi.it  it  I  K  ill'  >i  ,ir  lx  ms  1 1’  Ml  |,u  k  1 1  |  )t-an 

i  I  \  mphi  >t  i -In  1 1 j.i r  (  ell'  I  m  Ii  >l< )  nn  1 1  I’N  .  .11  lit  I )  (  i.il.u  !i  isamim-  1 1 )-( ,  M  1  Indili  i-d  I  Is  <•( 

1 1 1  f  1 1 1  >  I  I  n*r <’i 

>  (  t *11  ill. 1 1  Ki-sjm mscs  in  |  1 1 11 1; h  1 1 \ s.ii  i  h.11  idi-  m  I  hi-  Sinus.*  Spli-i-n  II  H.11 ,1 

>i  I  III  •(  Is  ill  |  s!  I  <  1141 ’ll  1  ill  Kl  N  .Mill  S(M*l  1 .1 1  Kl‘tl'1 fill  <•  Id  Mcllll  1(11  Ill-sis 

laki-shi  H.iv.im.i 

Mti-i  I  nl  >  1  isluij.i  S,ir<  1  iiii.r  mi  1  In-  Sin.in-lli  Nhv\ait/inan  Ki-.n  turn  liuliii  i-ii  liv  l  ii|in  ml 

I  ll/dhfth  I  lus/llk 

8  \uKim- illation  I  tti-i  I  1  it  Murim*  Intor  ten  >11  n ,  /Ion  Hydroxyl  Radii  a  I  Produi  lion  in 
MiJimi-  Mac  n iphaKi-s  M  llu 

'»  Morpholo^u  .li  (  h.in>(i-s  nl  Hum.in  M,t<  luphaK'-s  in  Palu-nls  with  l  Kalian 

C  an  inoma  and  Its  (  harai  l.-iistn  s  Minoru  Kani-ko 

10  Mi  idi-  an  Milium  ruhial  that  (  nnirols  Wound  hhtoplasia  Man)  Konyon 


Sept  6  (Thu) 


11  lmnuinop.ilholoKn.il  Studs  on  SIvoRlnhin  Positive  .m<(  Snti-MvnRlnhm  Antibody 
Positive  Cells  in  Mvasthenir  .mil  Vm  Mvjslhemi  Ihvmuses  lakane  koed.i 

1.'  (Me*  t  ot  Passively  Transferred  Mat  rophaRes  on  Metastatir  Spread  ot  Hamster 
Ivmpliom.i  Haruka'u  Mashiba 

It  I  iiniMi  Inhilntotv  I  Itei  t  ot  lntralesion.il  Inter  lion  ot  Bradvkimn  and 
Immune  •stmuil.ints  in  Slue  kfikn  Matsun.iR.i 

14  KeioKnition  ot  loieiKness  liv  PliaK< >*  v les  as  Olisetver)  its  Iheir  Response  to 
HioIokh  a‘  Response  Modifiers  k.iorti  Morik.iw.i 

1  i  Antitumor  \i  Tnits  til  Sevstiom  Slouse  Slac  i opf i.iki's  ShiReru  Mur.imafsu 

It'  Potent  .itmn  t  it  liimotnii*aI  Srtivrtv  in  Human  Mnhnt  vtns  hv  Muramvl  Dipeptide 
.mil  Its  iipopInlH  SnaloR  (  ntrapfied  in  t  ijxisomes  Sei|i  Stutsuura 

1  AC  ase  ot  Multiple  Mvelorna  with  Hemoph.iK<*< vtosis  M.tsaki  Naka/awa 

1M  Presentation  ot  Amvinid  lormitiK  <  ell  Ivmphoivte  Intel. i<  lions  found  in  the 
Spleen  anil  I  net  Itorn  f  |  Nl  A  Inrlur  ed  I  Amyloidosis  Mite 

Motohito  Oyuta 

1‘t  M.n  ropli.iKe  and  I  Ivmphoivte  Artivation  hv  low  Molei  u  la*  VV  «»i  n  fit 
Seiiiisvnthesi/eil  Si  td  Polvsai  <  hride  kimivasu  Ohkawa 

.ft  Glut  an  Therapy  l  rthaut  <>\  I  Irmt/fmirlK  Hi'fx  i(iiiIj>i<  in  Inhibits  Sepsis  and  f  nh.nu  r*s 
Survival  m  Irradiated  Mue  Myra  l  Pati  hen 

.’1  I  uni  turn  and  In  ter  at  lion  ot  Mar  r  op  ha  Re  and  I  at  h  I  vrnphor  vie  Subset  in  a  Common 
A  at  table  1 tv  (HiRammaRlobulmemia  tC  VHi  Patient  with  Pure  Red  Cell  Aplasia  (PRC  Si 

Hirovuki  Saitoh 

22  Si  tiv ation  ot  PhaRor  vies  hv  Audit  Manrtan  (torn  Bakers  Yeast  ShiReo  Su/uki 

J  I  kirnura  s  Disease  dosinophilir  lymphlollit  ulotd  Gtanulomal  kei/o  Takaki 

24  I  Itei  t  ot  Isoprinosine  I  ISO)  on  the  Interleukin  - 1  Prorlur  lion  in  Vitro  in  Patients  with 
Sr  rjuirerl  Immunodehr  lent  y  Syndrome  (SIDSl  Kwong-Y.  TsanR 

2C>  Stvpual  I  etterer  Siwe  Disease  with  Marked  frythrophaRor  vtosis 

Yukiko  Tsuneniatsu 

2b  Mar  rophaRe- Mediated  Indiret  t  fffert  of  Interior  oris  on  the  In  Vivo  Tumor  Cell 
Growth  Kaiuko  IJno 
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Ultrastruriure  ot  C  ordai  Mat  rophaRes  in  Spleens  from  Patients  with  Idiopathic 
Thrombot  ytopenir  Purpura  Yoshimi  Yamashita 


Plenary  Session  \ 

R, ,< ,n  \ •  H  i'i  0  I.’  (Ml 


September  7  ( I  ri  | 


Mat  rnphages  and  Stimulus-Resjyonse  Coupling 

Presiding  K.ilph  Snyderman  .mil  kaoiu  Orioue 
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!•■}  !  i  ;  i  :  Of  ThF  VARJOijs  Af,f  NT'.  ON  THE  t  IJL TfRf  I  F.IJPFTE  R  CM  l*. 

“  •«  ►  \  *. » »\  %  *  «*«<*’.  t*  |  #  ^  *  r«  I  *  n  f  AWAhAPA  f  H I  PO*«  I  *  O  Acs  [  , *  TANI^A^A 

r-:  T'Tv  prT- NAi  Ml  ill 1  I  hi  ,  MJR'iIMt  UMV-RSITy  y.rtOOt  Of  Mtbl'INl,  ,  .WAN 

v  >• i’f ■  i  1 1  s  -i tni  ’ii  ♦nods 

’  viTated  fat  •u-pf'er  i. t^lls  prepared  bv  pronase  digestion  and  f<?ntri  f  uoation  wit.n 

•  'a  -:>"v,it,  'if  iiiiit'r.  ts  were  ..ul  to  red  tor  ,'4  hours  in  vitro.  'he  ■  ul  t.ured  kupf fer 

.  1  '  >■,  were  i  i'i.  oba  ted  in  the  med  i  um  containing  cytochalasm  B,  colchicine,  StOreptO- 
a"  ;T**;iaf  it  ion  <'»  -4  ii  ,  /i - 1  ,  U,i  us an  M'f,  ,  and  e'hanol .  The  endoc/tic  ‘unction 
wt.  i'«.r)'ic  ;  with  the  t  ’rma  I  i  n- f  i  «cd  rat  prvthrocyt.es,  'ate*  particles  ‘:.4um,  2.2  um, 
i'  i  .i  -n«  *  t » 1  r  and  radi'Mi  t  i  vf  ,  ni  loidal  part  1 c  les  .  ,u I  —  P  V  t’  i  The  effects  of  the 
.  tr'  a  dents  or  the  en.-Jo,  vtOMS  of  the  cultured  kupffer  cell',  were  determined  by 

•’e  i  5  .. !**i  -i  rov  ipies  and  the  rad i oa<  t i  v i  t y  measurement. 

■■’Suits 

’fe  j;  *ate  ;  f  *o>-'d '  i  n- ■  i  .ed  rat  Rio  or  late*  particles  of  B.4um  into  the  kupf fer 
el  Is  was  inhibit.-:  ol  nii.ine  or  ,  /to.  nalasin  B  treatment  which  reduced  the 

■  imper  the  ;  seado;  odi  a  it*  the  *up‘fer  plls,  ('»  -4}?  or  SPf,  treatment  whi.h 
"■  ftiirSed  the  nv-!>er  o»  the  iseudopodia  n‘  the  *up‘fer  .ells  stimulated  tne  uptake 
*  •.  :  tuanu  1  reduced  the  take  o<  latex  parti'  les  o‘  „'.Jum, 

ir.<  1  uS  '  0*1  S 

»"*-,  iTi-  , r.p  :  I’d  Ve  ader-f '  whi  '  1  nh  1  ti  l  t  ’.he  ‘  u>v  t  ion  >'  'he  _  y  task  e  l  etons  in  the 

*  u;  ♦♦.•••  -..-1,  redi,  ed  ‘he  ."  dt)i  , '  s  i  s  ci  •  the  ‘  ret  .jn  mater  1  a  Is,  'he  immune  - 
s  *  ’  '"u a  t ;  '  '  l'  leased  the  endieytoMS  o*  'hem. 
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i'hi .V  ’ ¥ p ; f.  t-hARAt; {•-•!/ All. )?«  Of  bAMMA  INTERFERON- INDUCED  HUMAN  MONOCYTE  POlYMiRYONS 
ME,..  J.B  wLINBERO,  M.A.  MlSbKONIS,  M.M.  HOBBS.  VA  and  Duke.  Durham,  NC  P7705. 

ae  have  previously  demonstrated  that  highly  purified  recombinant  human  gamma 
interferon  (UN-  )  causes  normal  human  peripheral  blood  monocytes  to  fuse  and  form 
ME.  These  ME,  which  resemble  those  seen  in  vivo  in  patients  with  gramulomatous 
diseases,  formed  over  a  3b  to  12  hour  period  in  cultures  with  104  autologous,  un¬ 
seated  serum  The  MP  were  2 8  to  1000  microns  in  diameter  and  contained  2  to  150 
nuclei, ME  with  a  fusion  index  of  40  to  70- .  The  peak  effects  were  seen  at  doses  of 
i  to  100  units/*1 1  (0.1  to  Q.5nM).  The  IFN-  effect  was  abolished  by  treatment  at 
56  L  for  4  hours  pH  2  for  3  hours,  or  with  mouse  monoclonal  anti  IFN-.  antibody. 

As  determined  by  au torad lography ,  the  MP  did  not  incorporate  tritiated  thymidine 
into  their  nuclei.  The  MP  contained  nonspecific  esterase  and  tartrate-resistant 
acid  phosphatase.  Various  preparations  of  recombinant  and  natural  alpha  and  beta 
interferons  did  not  cause  the  MP  formation.  Populations  of  I FN- , -treated  monocytes 
had  increased  levels  of  acid  phosphatase ,  plasminogen  activator,  and  H-0;  production 
in  response  to  phorbol  myristate  acetate.  However,  whpn  assessed  on  an  individual 
cell  basis,  the  MP  reduced  little  or  no  NBT,  while  the  uninuclear  monocytes  reduced 
large  amounts.  The  MP  phagocytized  latex  spheres  normally,  but  there  was  diminished 
phagocytosis  of  ant i body-coa ted  sheep  ery throcy tes .  The  uninuclear  monocytes  con¬ 
tained  antigens  recognized  by  the  monoclonal  antibodies  LeuM3  (antimonocyte),  9E1 
(anti  HL-60),  lysozyme,  and  TE5  (thymic  macrophage).  The  MP  had  normal  lysozyme, 
but  there  was  no  or  very  little  LeuM3,  9E1,  and  TES  in  these  MP.  Thus,  IFN-.  in¬ 
duces  MP  formation  by  fusion  of  blood  monocytes,  and  the  MP  are  phenotypical ly 
different  than  the  monocytes. 


■  Symposmm  !  ■ 

The  Rcqulctton  of  Mocrophaqe  Development  cjnH  Function  I  I  V 

y  Pr,r)m  A  ■ 


si. 5 

M.Ll.CTlVt  TUMOR  U.I.i  UblS  t)l  NON-si'i  UFlcALi.l  Ai.'i  I V  All  i«  MAiRdi’HAQ.S  i'lRIVf.l)  FROM 
LONG  -  il.RH  BONL  MARROW  CULTURF.!, .  J  L0F-WIA  T1I S .  R  .  (.ALLIJ.Y  The  Uutenberg  Center 
for  ueneral  and  Tumor  Immunology,  The  HeSrew  On  1  vers  1 1  v-ifadassah  Medical  School, 
•Jerusalem.  Israel. 

It  has  been  well  documented  that  most  neoplastic  cells  are  lysed  by  non -sneci  ficall  v 
activated  macrophages.  Resident  or  elicited  peritoneal  macrophages  are  most  coamwnK 
applied,  however,  these  cell  populations  are  heterogeneous  and  may  displav  lvsis  in 
absence  of  activating  agents.  Pure  macrophage  populations  with  potential  cytolvtic 
activity  may  be  obtained  from  1-i  week-old  in  vitro  cultures  of  murine  bone  marrow 
t.dMj  explants.  We  investigated  the  capability  of  macrophages  derived  fro*  long-term 
H.M  cell  cultures  to  lvse  -Hl-TdR  prelabeled  murine  target  cells,  comparing  the  results 
to  those  yielded  by  thioglycol late - e 1 ic i ted  peritoneal  macrophages  and  1-*  week-old 
SM-denved  macrophages  At  all  stages  of  long-term  development,  HM-denved  macrophages 
had  to  be  activated  yv  U'b ,  Con  A-induced  lymphokines,  M.  orale  r  synergist  1  cal  ly  act¬ 
ing  combinations  of  these  agents,  to  lyse  Ay  fibrosarcoma  cells.  Optimal  cvtolysis 
was  observed  hr  after  initiation  of  the  experiment  at  E  T  ratios  of  10  1  and  higher 
with  macrophages  present  in  a  monolayer.  The  selectivity  of  killing  various  target 
cells  was  similar  for  different  types  of  macrophages.  Thus,  all  macrophages  did  lyse 
most  tumor  cells,  but  not  normal  fibroblasts,  "vone  of  the  macrophage  populations 
could  kill  the  M109  adenocarcinoma,  whereas  the  Bln  melanoma  was  lysed  by  BM-den.ed 
macrophages  only.  Our  results  demonstrate  th.it  macrophages  derived  from  long-term  BM 
cell  cultures  are  a  reliable  source  of  effector  cells  in  the  study  of  macrophage-medi  - 
ated  non-specific  tumor  cell  lysis. 
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m  Pi  'i.F'uP  *■»  /,’  :  .v :  i*,  ANti  «  '«ic  Ac* : r >  vm  :ni  pcimunar*  ai vi oi ar  *»atro- 

'.Mir  •  »ni'  and  Robert  Rothlem.  university  o'  wealth  c'ences/The  fhicaqo 
Mod’ral  choc1  ,  *ior?h  Chicago,  II  h.W>.l. 

Mechanise  M  '  c  receptor  '  r  cP  -depen  ten'  at  tivation  n«  port,  me  Pulmonary  alveolar 
mac  *  ophape',  t  am  ter  cvtoto»icity  has  been  investigated.  It  was  'ound  that  pAM, 
which  were  exposed  to  irnobi 1 1 /ed  immune  onple.es  Ilf  or  immune  completes  (1C  in 
UuSt  ension  in  con  tunc  turn  with  evtocha  las  in  h  ,  became  nonst-ei.  i  f  i  ca  1 1  y  cytotoxic  to 
tumor  and  ,iu»i>  lonc.os  '  ed  blood  tell  targets  in  fin  l-.-hr  <  r- release  assay;  whereas 
•AM  that  were  e. posed  to  only  If  l  r,  suspension  were  not  nonspec  1 4  l  Ca  1  I  y  CytOtOxic  . 

5  jf  therm.ore  ,  ’t  was  4  Ound  that  RAM  were  not  able  to  internal  i  ye  their  [r -bound  TcR 
wren  the  were  i  "fob  I  I  i  /ed  or  when  cytOibalasin  fi  was  present  in  the  assay.  Also, 
we  *  Ound  that  the  1  y  *  i  r.  mechanism  involved  in  the  nonspecific  cytotoxicity  generated 
tv  l!r  or  1 '  m  suspension  in  conjunction  with  evtocha  las  in  fi  was  pert)  >  nie -dependent 
wher<M'  the  lytic  mechanism  in  conventional  an ti body -dependent  cellular  cytotoxicity 
by  RAM  w  !  s  perox  ide- 1  ndependent .  In  addition,  it  was  found  that  1’AM  exposed  to  Ilf 
secete  more  pros  tad  1  andi  n  f.  ('(,(  than  I’AM  exposed  to  IC  in  suspension.  Furthermore, 

'I  was  *ound  that  preculturing  CAM  with  indomethacin  at  doses  which  inhibited  all 
1  -i  sec •  <•  t ion ,  had  ne  inhibitory  effect  on  Ilf-dependent  nonspecific  cytotoxicity, 
while  hydrocortisone,  which  was  much  less  t>otent  inhibitor  of  Pf>E  secretion,  greatly 
inhibited  I  I < -dependent  nonspecific  cytotoxicity.  These  data  indicate  that  PGE  secre¬ 
tion  and  cy tutor  it  it/  mediated  by  modulation  of  FcR  are  independent  functions  of  TAM. 

It  is  pos-  if.- le  that  either  one  or  both  of  these  macrophage  functions  contributes  to 

the  pathogenesis  o*  tissue  injuries  in  sane  inflammatory  auto-immune  diseases, 
upported  in  Part,  by  l.'CPM',  Grant  bA-.»Hib4) 
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•.  the  presen.  «■  .  !  10  ..M  •»*  r?ie  i  i  p> 1  x  v^'su  inhibit.  'T  >  r  J  i  r .  v  d  r  •  >  w».u.»  i  a  r  e  t  l  r  acid 

ND'.A)  t  tie  I. PS-  md  /  vtnes«in-  st  i  tnu  1  at  ed  PM/  release  was  ib.’lisbed.  When  the  liver 
..r.  r  .  p'.a  ,’e  s  wen  in<uvated  with  the  l  euk.*t  r  len.e  reepr  r  ant. ironist  Kl*t.  the 

/'.'"i's.v  pr  i'Via  eit  d  /  synthesis  w.»s  depressed  t'  iv.  1  Of>  cel’s  bv  O.S  ,„M  .»t  ttie 

«:H  i  st  ,  while  pt-'d-.h  t  n*n,  *i»asure<l  bv  .  hem  i  1  urn  i  ne  «u  etu  e  ,  was  c*»np  let  e  ly  in¬ 

hibited  bv  1.  *  V  FP1  .  !>»jrwu'  phau«*i  yt  «*s  i  s  m  the  presen*  <•  -t  lo  ,y\  NIK. A  a  ISZ  inhi- 
t  iti.tn  .  !  t  tiewi  luwines*  efU  e  was  *bserved.  \  ne  xper  t  ed  1  v ,  when  exogenous  l.TA.#*  I.TC^  sir 
!  II  ^  was  .ul  tied  t the  Kuptier  cells  :i*»  st  inulat  wrv  ettect  *  »ti  PfIK/  release  was  t  ound  • 
also  t  tie  /  »san  -  i  ndui  ed  PllF/  synthesis  was  n«  •  T  ml  lurtu  eil  bv  these  mediators  of  in- 
t  *  a:TTi.»t  i  <»n  .  I  he  »  i  mu  1 1  anemis  addition  of  I  nM  l.TK-#  to  phAKCU'vtosing  Kupfter  cells, 
ri.wever,  decreased  the  stimulated  P0E>  production  s  i  i  t  i  cant  1  v  .  A  regulatory  role 
!  1 i poxvgetMse  products  on  the  activated  state  ot  liver  macrophages  is  concluded. 
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DISAPPEARANCE  AND  REAPPEARANCE  OF  RE  it  DENT  HAi  R'  iPHACE  S  lHp.-RfANi  ••  IN  -  ■  PARVN 
INDUCED  tl’HORU  IDA!  ACTIVITY.  S.  HASK I  U.4  S.  BECKER.  in  i  v»  r  i  I  !  v  ,0 
Cuml  i  n«  ,  chjipn  I  H  i  I  i  .  Ni  ?  '  S  i  ■<  . 

Wo  h  »v  use  it  t  1  on  v  t  .uno  I  t  v  to  invent  i  it«l  ^  t  ho  in  viV"  i  itn!  r  itii!  i.»n  " 
ro«ident  m»c  rophugeii  in  the  roRpnnuo  to  ‘  .  Parvun.  Nui  r.iphagw*  woro  labollol 
in  ntu  with  blue  f  1  uoremcen  t  inva'phoroR  ’ hour  a  pr  ;  •  r  t  •  >  r  *  i  mu  1  a  r  i  on  win 
FITC  conjugated  t.  Parvua.  Keaident  mai  mphagea  diaapp#*ared  wifnin  T  nour*  t 
admi  n  i  a  t  r  a  t  i  on  of  ttie  bacteria.  At  hours,  fluorea.ent  fibrinouR  tlh»oi  >;is 

were  observed  at  numerous  Rites  in  the  peritoneum,  these  .  uitainel  tna'.  r  gUiag**, 
wh  i  c  h  we  re  now  larger  in  sue  than  resident  -ells  and  i  mt  a  i  ne  i  bo  r  u  h  ,  n- 
spheres  and  fluorescent  bacteria.  In  addition.  there  were  minor  .us 
bar t e r i a -con t a i n t ng  granulocytes.  The  resident  tells  asao.  isted  with  large 
numbera  ot  bacteria  and  levela  ot  beada  similar  to  control  animal'  lit  not 
reappear  in  aigniticant  numbers  until  '?  hours.  C.  Parvus  induced  cvtotosi.  itv 
was  modestly  enhanced  in  the  mac  r  oph  age  a  which  had  also  received  spheres,  hi  i  * 
control  macrophages  given  onlv  spheres  were  not  cvtotosi  .  Plow  vt  imetri 
analvais  of  the  fibrinolytic  potential  of  the  reemerging  i  e 1  s  indicated  rnai 
p  1  a  ami  nogen  activator  liin>  ac  t  i  v  1 1  y  wa  a  markedly  elevated.  Thus  ,  resident  ells 
disappear  apparently  in  a  coagulation  dependent  reaction  and  reappear  as 
c  vt  ot  os i c  macrophages  when  fibrinolvtii  act  ivit  v  develops  su  t  t i  lent  lv  to 
permit  their  emergence  from  the  fibrinous  adhesions. 
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ENDOTOXIN  ]NDtlf.rD  MONDr.  *Tt  'MA' -DphA',}  fogf  AN’  jr’lvl'*  IS  'H  PA’  a?  ;s<«  ‘ 
COLL  ARDPAT  I  NG  T-[  YMPMOf  ytt  s .  Peter  ;  ando  jnl  'hnrias  T.  t  dgiogton.  nepar*  "H”’’ 
Inxnunoloqy ,  Research  InstifuTe  nT"  Srripps  Clinu~  Ta  JnTTa,  'A  d?ni\ 
The  lymphoid  system  of  ,t  number  of  species  responds  to  bacterial  erdofosin  .'  L r '  ' 
wherein  cells  of  tne  monocyte  'nac  rophaqe  lineage  are  rapidly  induced  v’  a  rnllthnra- 
1 1  ye  ’-lymphocytes  to  initiate  the  extrinsic  cnadulatlon  protease  pathway.  1'  has 
been  claimed  that  this  response,  baste  to  the  Schwart/mann  reaction  is  Talking  in 
rats.  We  have  examined  This  in  Flschen  344,  RN  and  lewis  rats.  Wner  peripheral 
blood  mononuclear  cells  (PBM1  were  stimulated  in  vitro  with  I  PC  a  rapid  '4  hours' 
procoaqulant  (PCA)  response  was  observed,  as  based  on  acceleration  o'  clotting  of 
recaIciMed  human  or  rat  platelet  poor  plasma.  PCA  was  not  physically  dissociated 
from  viable  PBN  by  SmM  FDiA,  consistent  with  an  Intrinsic  plasma  membrane  initiator 
molecule  ratber  than  calcium  bound  gamma  carboxylatpd  glutamic  add  (r,iA)  containing 
proteases.  Tbe  induction  of  monocyte  PCA  was  prevented  by  eye lohes 1ml de' and  actino- 
mve  in  D  implicating  new  gene  transcription  and  protein  bi osynthes  is.  Cultivation  of 
PBM  with  warfarin  or  vitamin  k  did  not  affect  the  endotoxin  induced  PCA,  indicating 
the  activity  not  to  be  attributable  to  Gl  A  containing  proteins.  No  inhibition  of 
cellular  PCA  was  produced  by  serine  protease  inhibitors,  hut  with  HqCl?,  a  cystem 
protease  inhibitor,  the  PCa  was  abolished.  The  induced  rat  PfA  was  '.wpendent  on 
Factor  x  since  inhibition  of  the  PCA  was  produced  by  a  rabbit  anti-rat  Factor  x  anti¬ 
body.  Isolation  of  monocytes  and  T-lymphocytes  from  IPS  stimulated  PRM  revealed  the 
PCA  to  be  expressed  by  monocyte  populations.  When  isolated  rat  T-lymphocytes  and 
monocytes  were  separately  exposed  to  LPS,  PCA  was  not  induced.  When  the  cells  were 
combined,  however,  LP S  induced  PCA  was  observed,  consistent  with  a  requirement  for 
cellular  collaboration  between  T-l  ymphocytes  and  monocytes  in  this  response. 
Supported  by  NC!  grant  CA-?H16fi. 
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F.M-rsA  F»nnnCTI0N  BY  human  monocytf  subsets.  J.R.  ZUCAL I  .  M. a. gross,  p_. s_.  wfinfp. 

University  of  Florida,  Gainesville,  FL  32605. 

Human  peripheral  Blood  monocytes  (PRM)  have  been  implicated  in  a  variety  ot 
’mriunoloqiral  and  hpmatopoiet  ir  responses.  Using  elutriation  centrifugation  and 
f'ercoll  gradient  centrifugation,  we  have  recently  obtained  two  purified  subpofju- 
latinns  r *  PRM  which  diffpr  in  size.  The  small  monocytes  (modal  volume  354  u3)  ^ 

represent  about  30!  o*  the  PRM;  the  larger  monocyte  population  (modal  volume  3R0  u  ; 
represent  the  rest.  The  larqer  monocyte  population  contains  901  0KM1 ,  I_eu3,  esterase 
positive  cells  while  the  separated  smaller  monocyte  population  is  made  up  of  60-701 
0KM1,  ieu.-,  esterase  positive  cells.  In  thp  present  study,  we  compared  both  PMB 
suhprpulat ions  with  unseparated  monocytes  for  their  ability  to  produce  stimulators  of 
qranul ocyte-mac rophaqe  colony  forming  cells  (CFH-GM).  Both  unseparated  PBM  and  the 
separated  monocyte  populations  were  capable  of  producing  granulocyte-macrophage 
colony  stimulating  activity  (GM-C5A1  in  a  cell-dose  dependent  manner  whether  used  as 
a  conditioned  medium  source  or  as  an  adherent  underlayer  in  the  agar  colony  assay. 

To  rule  nu*  the  effect  of  contaminating  T  lymphocytes,  both  the  stimulator 
populations  and  the  target  nonadherent  human  bone  marrow  cells  were  T-cell  depleted 
by  sheep  red  blc>od  cell  resetting.  The  property  of  adherence  was  not  essential  for 
(.M-CSA  production  since  stimulatory  activity  could  also  be  found  in  conditioned 
medium  obtained  ‘rom  separated  monocytes  cultured  in  teflon  bottles  to  prevent 
adherence.  !r  conclusicn,  we  have  obtained  two  subpopulations  of  PBM  based  on  size. 
Both  populations,  whether  adherent  or  in  suspension,  are  capable  of  producing  GM-CSA 
ii  i.  u’  *u»'e  a  t'd  th>s  f,M->  s,a  product  ion  appears  to  be  T-cell  independent. 
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iVV,  MiHIMl'i  HI  Vll  Al  l  m  Al  I/ATION  Of  S  H»n  |'|{()T|  IN  SIJIUJMTS  IN  THL 
n  ■  V  A  \  t  >  ',*  I  ’  h  i  i  M  |  Tit  II  >\M  S'!  STI  M  T  A  K  A  ( ,  l  .  K  TAKAHASHI,  V  .  O  H  T  S  U  k  I  . 
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s  ’  1  ;  •  1 1 1  •  1 1  •  vshu  h  was  ;  »fr  v  musty  thought  to  be  restricted  to  nervous  tissues, 

>  ♦.  n  j*  u  j  1  r  •  l  an.  ;er  bans  (ells  {  [  (  I  .in  it  in  ter  dmita!  ing  u*ti(  ulum  tells  (  I  DC  )  , 

, !  •  »»  i-  ,  tes  ami  mat  r  opha«  je s  S  1 ‘.Hi  protein  is  not  a  single  protein  ,  but  a 

,  .*  at  east  th*ee  similar  p*otems  S  HlUan ,  S  1  H(M  .  antj  S  1001).  Witt)  a  Sub 

t  .  -ft.;  .  im|  .<  .t  j  ,<f  (t  «  iP  (-(A  respiM  1 1  vel  v  .  However  S  lOOrto  protein  is  only 

,  .  1 1  v  » •  ,r'-p<>oefit  a»*1  .intisrr  .1  \  *r  i*j  >ar  «•<  j  with  bovine  brain  S  100  prai  te  ally  react 

.  : :  t.  %  a  i  *  h.  s  lout.  ,|m  1 1  s  1  -  In  the  presmt  study.  1  mmunoh  1  sto<  tv*  mic  al  lex  ah /a 

•  's'  *  |-r  Minn  and  s  ’  *  j  ,,11)  jHotrin  in  human  I  y  mphoret  ic  ul  a  r  system  was  exa 

•  ..<•«:  :  .  mo'Mv.ri  i!i^  a  n  1 1 1  )*>r  1  v  directed  against  each  *  subunit  or  ^  subunit 

*  '  |Im!i  in  s  )  !  [  ■  r  •  \\  1  ■  i  n  1  mmunor  ea<  1 1  v  1 1  y  w  .1  s  detetted  in  L  (  ,  I  DC  ,  and  his 

•  •  ,■  ,v  ,  x  ii-!!'.  init  »•*•?  m  'njin.iry  mat  r  ophage s  and  hiood  monocytes.  S  lOOao 

•  *  1  r  ■••manor  1  at  1 1  \.  ■  t  y  was  detetted  in  til'K>d  nmnm  vli'S  mat  rophages  of  lymphnode, 

..  .  ,  .•  r  •  >1.0 -al  i4  •  ■  jMtj  and  small  numbers  ot  kupfter  (tils  of  liver.  S  lOOao 

. . -  ♦  .its  a, »s  a  s.  detoitf-'  m  «i >  1 1 hi •  l e »i « 1  tells,  tannhans  mant  tells,  and 

4  ..  -  ; .  *  *  -,  a.i'  ?  ,  .(is  The  ;  ■  r  1  •  s  i  -  n  t  findings  so*  i»*st  that  the  present e  of  S  lOOao 

:  -  ••  :m  .  v:»;  asrr-  is  .n.r  ,t  the  1  b.ion  trrislu  features  of  tells  m  human  mono 

,  ,  .0  .<  ,  j.  sv'b’ir  1  hr  d<  t*u  hon  of  s  1  nub ,  hut  not  S  teeio.  immunoreac  t  ivi 

’  ,  r  ;<  .in;j  Hit  a  s. .  suggests  that  tlu^  are  independent  of  the  monocyte*  mac  roph 
s  *ti  ..tern  ma  >  he  ,1  novel  cstoplasrnic  marker  for  tells  t>f  t  tit*  human 
'  ■  ,  * .  .phage  sy  s*»  m  . 
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H'  -#  w  r  •*  /  •  «  r  iiumutil  /  a!  h.n  with  life  IK  (.  the  i  ismunm  y  t  ot  Ih*m  l  s  t  r  y  nctiiml 

"  '  *  *M»  ■  ‘  f  ■  ■<  j  "S  1  t  I  VC  O'  1  1  s  ,  while  t  lir  I-II/J' t  l  1  UK  method  ^uve  uboU  l  the 

'  •,t>  »  H;l!*  means  that  indeed  the  istxmiM'  slut  us  of  the  animal  is 

*'J  «*  <  ha.*^  «  i  n  i  a  '  x|ii'rssii.ii  of  |)rnn>nt'iil  mat  rojth  agen  (us  is  the  add  i 

Hi  i  I’  r j  howi-vti  ,  the  detottlmt  of  this  uliHftv  lit  hui  \s  strongly 
f  u,t  t/.'.ii  .  1  ussuv  and  fixation  used. 
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i  OMPLEME-NTARY  ROLLS  Of  KUPEEER  CELLS  UC)  AND  LIVLR  ENDOTHELIAL  CELLS  (LEU  IN  THE 
ENDOCVTI;  UNCTION  01  RES  IN  THE  LIVER.  B.  SMEDSR0D.  H.  PERTOET,  T.C.  LAURENT. 
Department  of  Medual  and  Physiological  (TKemistry,  TJnTversTty  of  UppsaTa  ,~  TTiomed  i  ca  1 
center.  Bo*  S/S,  S-/B1  <:3  Uppsala,  Sweden. 

Cells  lining  the  liver  sinusoids  constitute  an  important  part  of  the  total  RES. 
EC  has  been  considered  to  be  the  cell  mainly  concerned  with  the  scavenger  function 
but  recent  work  suggests  that  the  LEC  exhibits  a  significant  endocytic  activity  and 
plays  an  important  role  in  the  Rf S  of  the  liver.  In  order  to  study  the  functions  of 
each  u  11  separately  we  have  developed  a  :nethod  to  isolate  and  culture  KC,  LEC  and 
parenchymal  cells  PC,1  from  a  single  rat  liver.  The  cells  are  dispersed  by  col  1  agenase 
perfusion  of  t ne  liver,  centrifuged  in  Percoll^  and  grown  on  different  substrates, 
wnuh  yields  cell  i ul tores  at  least  du-tv  pure.  Endocytosis  of  particulate  material 
was  followed  by  phase  contrast  microscopy  and  internal ipat ion  of  labelled  soluble 
ligands  by  f  1  u .  rose  ence  microscopy  or  uptake  of  rad  mac  1 1  v  i  ty .  Particulate  ligands, 
'.e.  gl  utara  1  Jt  hide  treated  er/throc.tes  or  erythrocyte  >  covered  with  IgG  or  C  3b  were 
pnago*.  ytosed  exclusively  by  ,  although  IgG-covered  erythrocytes  also  were  bound  to 
the  i  Eu  Surf  a>  e .  1  utile  ligands,  i.e.  hyaluronic  acid,  chondroifin  sulphate  and 

c  h..  r- 1  •  ■ r  Sulpha’c  teoijl  ,-c.a?  ,  *  las- 1  ait.ji.-in,  ovalbumin  and  a  tissue 

;  iJS'-'ir  op-'  j,  •  1  va’Or,  mc  1  t  internal  ..  ;  *  •  g  n^  i  >  j  r.  1  None  of  *  he  1  igjr.is 

was  faker  ut  .’••>  <  .  ’  hese  obsc  va*.  i>r-s  "a,  * «  1 1  •  j  j  1  ,  .  ■  n  c  i : .  1  •  ■  in  *tie  alloca- 

*  “-r.  -j*  4  ufi  t  •.  •,  r  he  •.  i*-jsc  :-ljl  ■  i’U  j ,  •  a't  'e..;or  -tic-  for  the  up'ake 

a’’*'  ,/  :V  .  1  when  a-  .  t  I,-  ,r  u  ‘  a  *  •  ,  1  .gj*  • 
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The  Surface  and  Receptors  of  Mononuclear  Phagocytes 


* ,  v  ( ■  ■  i :  m  !  t  writer ,  lirooK.  i  vr.  ,  ...  i.Ii.Oi. 

:i  of  surf  .ire  receptor*:,  for  casp’ewnt  and  for  rc-Icv  by  nr  trine  lunp,  an 
.'r.'pi'.vo'i  was  noas-ared  f.-l'.nwinj?,  inflienza  A  •.•in1;  infect  i*Ti  and  inter 
in  vi  t  :*>.  Influenza  vims  selectively  decreased  the  :  ir.ci  hop  of  v  n- 
.1  sheep  ervthrocytes  (Kltf'.O  by  peritoneal  macrcphaces  (im  t  >  13 
:.c 11s),  Is;*:  did  not  alter  tlie  ex!  rcr. : ion  of  receptor  '  <  ' ~  rhn 

i'tot  rentnent  with  murine  iherferr,  fTFN)  ot  and  fl  for  18  hr-,  block 
j  cd  taxi  slat  lets  of  canplancr.t  receptor  expression  in  peritoneal  macro 
■  :  r .Tu-hM; veolar)  nucrop'naRes  frcis  mice  contained  a  very  nrall  frac 
wi  •  h  s-trtace  conpltwrot  receptors  ( jT.) .  This  rriaber  retrained  low  afte 
infer*  inn,  hit  a  striking  increase  ( tenfold'!  of  the  ntirher  of  enrol 
•m  r. it  ive  i  e i » s  ittlliwh!  the  incubation  of  lung  micropi5.tr.es  in  the  pre 
>1  -reever .  once  induced.  these  arc: i !  rmrr. r  receptors  were  res i stmt  to 
inf  1-. jcr.ru  vir.r;.  These  remits  indicate  *hat.  1.  direct  interactive! 
vii'a.s  w.th  microplup.es  m»y  affect  specific  functions  selectively,  and 
lit  i  *n  *•■  if.,  direct  .xit: -viral  e fleets  art  activate,  bcv.  macron!  cuvs 


r. 'pn.ves  was  near--. :rcd  In.nw 
*  in  vitro.  Influenza  vims 
sh.eep  eryt.hr- icytes  (KItfiO 
tells),  Sit  did  not  alter  tli 
s’: et reatner.t  wit:;  murine  i 
M  ed.  raxirlat  ion  of  jcirro laser, 
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,  r,‘,«  )<  imrmi  1  /n<1  wit:,  }f»#)  B(.t,  IV  hai  tiiwh  t  i  ^  t  an<  »  ,  I.  ■  1  >•*.',  .  in  t  f  -»  .  f'  1 
k  Iv.r ,  hut  i-nlv  '  ■ .  /  •  1  v*  j , ,  units  *•!  r  rs  i  s?  un<  r  t  o  1  ■»*  l-r-« .  Ml.«*  Iroruiv.  i /rd  with 

.  IV  were  n<»  n».  n  r«  r  ■  •  in-  lx*  t  h.»n  norr.nl  «•>:»(  r<»  I  s  .  Similar  res-ilts 

after  I. HIV  Inr.ut.l/at  t  *  :  r:  f  •  «•  that  h.i  !  rd  rlvn!  '.■*  H<  1  ■  were  *  ir  m.-r 

Uit  t.*  local  •  h.i  1  1  i»n>:r  with  .ill  il'srs  t  hr.  than  t  hr  - :  lmm;:  i  .’rd  with 

1  %«s  of  BH*.  fj.  1  ;»;  t  ,  »;!<•«-  i  mmit  i  /  rd  with  in*'  -  i  1  >i  •  Hr*;  von-  r  »•  *»  1  s  t  a : ,  t  I 

lowest  Jmm>  of  ljr..  It  Is  com  luded  that  t  In*  dete.  ti«»r.  '*  ^..i»  r>>ph  nh* 

loti  hv  r  ins  of  I.7T?  Js  <rifi«all  /  d  rprnd  cut  upon  t  hr  «.  h«t !  1  ln<*'  ulun.  !■* 

,  the*  lover  t  h«*  *  ha :  1  ln«>«  ult.rr,  the  nr*  sensitive  tin*  .tssiv.  In  this 

he  10*  Ijn  inoculum  v.m  optimum. 
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•  •  i  M  P’  h\\  AN: '  HIM'  At  1  i  *:*  « »N  ON  Y  MS -PI  J‘|  Md  NT  i’.AO  I  K \<  I  P.\t .  At  T  i  V  I  I  V  »'f 

*'H  i  I  > .  M.  IU.ANAoa^  '.  NAKAhAWAKA,  K* .  IKfPA.  Popart  merit  «•!  JrdiatrM 

t.*:  ,  • .  i  t  \  <  !  Mrd  i «  in*-,  l  ni  v«- 1  s  i  t  v ,  Fukuoka  hi.!,  Japan. 

■  'i  *  t  » ;  ;  i  i  r  -  t  < '  i  n !  t  •  t  i  «’r.  is  on*-  *  •  f  Jin-  no  st  *r  r  i  >us  pr  "/in  -  v  t  i  .  farters 
;■  *  <  On;.t*.  -  i  t  i  i"  perbi i ir uhinemia.  hu  previous  stmlv  !.;»s  revealed  that 

■  •  ;  *  *  .  i •  i  .  i  :---« t  i «-n t  w  i  I  h  !  i  i  i  a  r  v  a t  r  ••  s  i  a  had  an  i  nip  a  t  r  ** «i  i  n  t  r  a*  »■  1  I  u  1  ar 

’  •  .  •  a  .  *  ;  i  1  i  np  a.  t  i  v  i  t  v  ,  w'.  i  *  h  at  *  <*mpan  i rd  with  t  hr  dr*  r*  as*-  i  n  y,ener  at  i  <  *n 

*  »  •  >.  id*  an;.  i  witl.o-al  •  nan  y  e  in  mve 1 operox i dase  tYVO)  a>  1  ivil  .  In 

•  •  •  .  v •  •?;.<;.«»:  t  «  t  t »  .  t  s  .  !  bilirubin  and  til*  a*  ids  on  a",  a t  i  **n , 

*  .  •  *  i  .•  t  i  **  1 1  .  :  hum. m  Ms. 

•  [i  1  b\  ph.-rhol  nvristat*  acetate  was  measured  Iv  -.up**  r  >x  i  dr 

••  •  «•  *  i‘  i :  a;  .*  .  t  •<  hi. -me  «  r«adut(i>>n  at  »  >« 1  — «  nn>  at  wini  ,  ami  t  hr  ivtolysis 

*i  .  :  in*  .1  »  *  x.  I  us  in.  MJi  was  r  ra  sum!  bv  . --d  i  an  t  s  i  d  i  nr  method. 

•  at  i .  *n  «•}  :  uman  NT--  t"r  «  hr*-  with  .‘i  pu  o  t  urn  op  I  u/at  «*t!  bilirubin  m- 

•  •  ♦  .iv*ta»a  O  ♦  ••>.;.»  t  •  t «  - 1  •  s  i  s  ami  t  nh  Pit  rd  o"  yenerat  i  *  »n  t o  o.“/«  ♦  i  • .  0 «.  -4 

"  i  i  :  a:  i  :  d  1 ,  ir*  ■«  M  ■*  .  .  «•!  *  «*nt  ro  l  ;  .  i  »n  t  hr  r  t  hr  t  haiul  ,  b  i  1  r  at.  ids 

.  in  ,i.  »<  »d,  tan!'  •'  h-  !  u  a*  id,  v  i  •.  v  ot  :.rtu'dr"XV\  h.«' I  n  arid  and  tauro- 

•  -  -  .  :  u  o:  .ad  almost  no  *!♦*-.  t  .>n  t  hr  yrneration  t  hnu/.h  t  nr  lector  twn 

»!«:■*  nd  i  n>*  •  v  tin  »  "in  «*tst  t  at  i .  Yin  .h  t  ivitv  was  not  aftrttrd 

*  1  ■  .  »  •  in  iiii!  1  llr  .1. 

•  *  t  .id  ■■  .»•/*  -h-i  that  hilirui  in  tut  n  •(  i  llr  a*  ids  ni/iit  hr  tin  main 

•  -  ■  •  4  ’  I  !  !;!  1  a»  f  •  t  i  •  i  da  i  a.  tiv'if.  d  Ms  in  hvpr  rl>  i  1  i  rub  i - 
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•  ■  h  .  !»  \N'-  \YrN*»}  K'  K-’K  *»>.Yi.fN  I  N  !  t  Kvf!  !> !  \  lid  n\  .  *Y  \  i»l ,  *y  i  *  ;  I  v 

'  '  ,J  *•:  **  'j  :  ••  » i\.  •  i  :•  mn » .  f.  KAM>;AWAt  v._  v|ya i y  v  a_.: ’ y\A  v  .  ou:.\t 

‘ ' .  .  1  . *  .  -  :  ' * »  •  .  .  i  1  ■••!!•••«  K 1 1 1*  w s h  !  r**a  ^ n '  i , 

*  *  •  .  .  *  »  ■  '  i'*?*  w  *  .  ;  r  ’•*  *■  ii  *  ni  ’  I  '■>*■  i  *• !  1  s  n.t'  'ir.i  1  1  v  i  N<  )  and  on  !’••*•  at.  t  i  hod  v 

•  .  ‘  :  "•  .  ■  •  «  1  i  ’>  is  i •*  <  .  • ,y.  v >»«  •;  i  u t  «•  t  ri*  •!  i  a t  r  s  t »?  >  j  .  an*!  1  i  _  •  •  w* •  r . •  a  1  s.  < 

,  r  ,  .:.*t  ox  i  •  a*  t  i  i  t  .«!  t’MN  v.i  ^  assa  vrd  bv  (  r  r  *•  !«■  a  *  h.'d  . 

•  it.  i  ■  .•  t  •:  • a  r  *  x  i  dr  d  i  smut  a  »*  <  >  -  h’o  , .  a  t  a  1  a  1 1  ,  v  x * « s  t  a  /  1  a:v  !  1  n  «  ?’*  • »  ; 

.  .at*  !  wit  *  and.  *  has\>**  ot  *  vt  *-t  ox  l  *  l  t  v  >t  P'°.  w  is  rvaluatrl.  ’  m 

«  *  ‘  :  t  t  i/i.iitdi:,,  1  .  and  b-.-m,  wr  r  r  also  r.rasurrd.  S'ip  ,»t  .  «*n*rntt  it  ion  ot 

y.  Mip;  irsi  t  hr  *.1  .otivltv  of  both  J*YN  and  1  vrpho*  vt  rs  u:  to  ’*  o! 

•  •  ...  :  ’  ,i  ml  n  ah  .1  **11-..  tatal.isr  at  run-  *-n(  rat  i.*n  *•?  ld'^i  1  s  uj-;- n-.*sr  d 

.*»?;.  ■  *.i  *o  a-  tivitv  I'M',  but  not  of  1  vnpiu**'  v  t  r  s  .  both  Jh .)  an*!  I’1  .  »nl*i 

•  . ,  ,  i  •  .  a  •  .otivltv  .  ■  t  both  I’  v^«  an«3  1  vnpho*  v  t  r  s  up  t «»  O'  o  t  t  hr  o  *  t  ►*  i a  i  '•  i  ’  u  *  s 

•  i*  •  *  ti!  r  a  t  i  •  *ns  *  • !  O.ouj  nr  0.  o.’in’/ml  .  }’>.!  and  Pi.l  ««»u!d  a  !  s.  sup-'irs-,  r  •** 

at  iv.’  .  nt  .  on*  rnt  r  .it  X  **n  »d  up  to  hi)*  ot  t  hr  *>r  initial  valur  in  ‘  ‘'N 

t!.:  u;  t  -*1  t*.  ?»u:  ..I  t  hi-  or  ip,  Inal  valu**  in  1  vmplnu- v  t  os .  Mm'i  ac  tivitv  "1  ;,vr* 

•  '  t  a  i  '-*•!  !  r  Ti  \ .» 1  n  t  t  1  ti  &  <  I  s  ot  pat  l  rnt  s  s  ut  t  v  r  l  n^  t  r  om  rhruna  t  o  l  *1  art'ititlswas 

•  imilariv  supptrshrd  bv  b«»th  J'tih ;  and  J’hK;  at  r  <»nf  i*nt  rat  ion  of  around  "..M/  ml. 

,  f*Ktu*  f  1  *  *  i  s  *if  1'MN  stii.mlatrd  bv  t  hr  opuonizrd  /ymosan  was  suppfrssr*!  up  to  r)P1 

bv  !  .h  .  and  to  hot  bv  at  i*<nu'i*iit  r  a  t  1  on  of  0.(H)«^u|{/n|  .  H.0I7  produ*  ti**n  ot  1’MN 

was  s  l  mi  lor  1  v  supprrssrd  bv  both  PM;  •,  and  I'dK?  ut*  to  at  ronornt  r  it  1  *ui  o? 

1  h  'Jfi/fjtf/n]  .  It  would  hr  postulated  that  pros  t  ay.  1  .ind  i  ns  muld  suppress  *  vt  otox  i  1  i  t  v 
.*t  l,wf»  throtiKh  fi-iluti-d  produc  t  ton  ot  0~  and  H  a'  . 
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N-t  |.yv..-W  T'tl  'W;  -Ut’VYt-PMI-'NVl  At  ANfNK-JNt  il.-KP  Stiff  POX  I  »K  HK'.t  Al'.t  f.K 

a;  'jiw-t't  r;  t  rt :  m'man  urn*  •run.s.  n.nakacjawapa,  k  .takkuhicf  ,  n.  "Hiv  r 

. ''  bHiTAKf,  !  .MINAKAMi.  I'rf  art  men*  *  «.f  Anent  h*»s  i  <>  1  <  »g,y  ;in<1  Hiorh^mistry, 
Vvwfihb  I  'r .  l  v»*rr«  \  ♦  V  -'b-“l  <f  Mrc.inn#*,  Higashi  -Km  ,  Fukuoka,  HI.’,  Japan 

Tb  r  Rup'Tft*  rfUaRp  ami  4  b»»  rhan^r  in  t  hr*  i  nt  roc  **  ]]  o  1  a  r  f  r+**  ralr  mp 
.  •  ■  ■?  t* f  >  44  n  \  at  ;  c  r.  *  i  4  h  N-1 » «r»*  y  1 -m«*t  b  i  nr»y  i  -  1  #*»jr  v  1 -ph*ny  l  a  1  am  nr*  wf*r»* 

s4.i5,^<1  :  r.  human  neutrophils  tiepr  i  verl  of  livalent  cations  by  tr^ntn^nt  of 
4  f  *'  with  an  i  on* -ph‘ >re  A?  MU’7  in  t  he  pr^s^nf  »•  of  ethy  len«v,l  v'*nl -t»i t  - 

a  •  .  r.i  **t  t,y  4  *t^r  N  ,  N  ‘  -  4  e  t  raa«  *t  i  c  aci<i.  The  't#*p  \  e  t  #»d  cp  ils  showed  no 

<f  Suf  pj'iix  1  :1#»  < *r.  s 4  .  r  >i .  a  *  i  o: ,  w :  4  b  t  hr*  t  hpnoUx  ♦  i  <  peptide  when 
•  «  *  <  r..”  ions  were  abner*  i  rt  ?  he  med  1  in  but  the  -k  t  ivity  wan  r»>mfle4eiy 
rec  I'VPiPi]  when  the  ells  wptp  pre  i  ncubat  «»d  with  ra.ciue  for  at  ,^a«;t  h  nm 
tf'1  ?*•  4  be  s  ?  i  "iul  a4  i  or. .  The  recovery  with  ral<  um  1  >n*  was  dependent  on  t  he 
*  :  Tfc  of  the  H'i'ii  f  ion  relative  to  the  '  irp  <d  t  hr  r>M^ul;r  ion  w;4h  4  be 

peptide  a  s  ;  p-u  )  4  aripous  addition  of  l-c  » '  cal*  1  urn  and  the  pepti  Jr  elicit.#./! 

abou*  half  <f  the  full  activity,  while  no  re.ense  wan  oh  serve  j  when  calciutr 

war.  added  la4er  4  bar,  r  jn  at  4i*r  t  tie  n  t  i  *  u  1  at  i  on  with  ♦  tie  peptide,  though  a 

narked  elevation  of  i  r.t  racel  1  ul  ar  free  <a*.  :u~  mv.itnrol  by  ,uiri-  / 
f  l  Uf  res(  er.ee  was  found.  ibr*-;  :»r  .  ?»•  n  t  •  t  4  he  *  i  *rw- -:our  v.es  *.f  the  supr  r  ox  1  d«*  - 
re  1  (’««.♦•  a:.d  t  tie  c  bar.//*  in  v.i'.-.'  f  *u  :  •  ft.<  -e  s  that  besides  4  he 

f  >v  a4  ion  of  ♦  he  i  nt  r  a.  e  1  1  1 1  ,tr  f  r»*e  .  1 1 «  !«;*•,  h  4  ran:.  :er,t  reaction  which  in 
a  1  m  dependen*  or,  cal*  lur  i »,  red  f  or  4  tie  ?  ill  i  n  1  u  4  lor.  of  he 

s.Aper  t.x  *  2 r  ■  -  i-h  .  hp  «r  *  ,  v  . 4  y  , 
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ENHANOM'KT  Uf  OXYGWf  OJNSUMF1 1  ti  UK  NKlTROHflLS  BY  VANAUATT.. 

Y.  (J2AK1,  S.  KUME.,  1.  UHASH1 .  Kirsl  .  of  Int.  'led.,  Faculty  of 
Me<l i c i ne ,  UnTve r s  1 1 y  ; T" Ti <V"v~ > ,  7-5-1  Mongo,  Bunkyo-ku,  Tokyo 

The  effect  of  vanadate,  known  to  inhibit  Ga-ATPase,  was  evaluated 
on  oxygen  consimption  ai»l  oxygen  radical  prixjuction  of  htinan 
neutrophils.  Neutrojibils  frixn  healthy  donors  were  collected  by 
dex  trail  sedimentation  and  1  icol  1-Conray  gradient  centrifugation. 
Oxygen  conscription  was  measured  with  a  Clark  type  oxygen  electrode 
fr'xn  Yellow  Springs  Instrument,  Inc.  Superoxide  production  (0.,)  was 
measured  by  the  cytochrome  c  methxxl,  and  hydrogen  peroxide  (H^Up  was 
measured,  using  the  humovani 1 1 ic  acid  f luorometeric  assay.  Oxygen 
consumption  of  neutrophils  induced  by  fMLP,  a  chemotactic  peptide, 
and  by  PMA,  a  tumor  promotor,  was  increased  by  200  X  and  2S  X, 
respectively,  in  the  presence  of  1  nfl  vanadate,  Pereas 
A2 11 6 7- induced  oxygen  consuription  was  not  enhanced  by  vanadate.  0.} 
production  by  those  stimulators  were  inhibited  by  vanadate  in  a 
dose-dependent  manner.  production  by  fMLP  was  unchanged  by 

vana-iate,  but  A2 11  (17- induced  H?0.  prodcution  was  inhibited  by 
vanadate.  These  observations  sOggest  that  the  metabolic  changes 
caused  by  these  stimulators  are  different  from  one  another  and  that 
vanadate  ma^  stimulate  the  production  of  certain  oxygen  radicals 
other  than  and  . 
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I  MMUNOLOC  |  CAL  CONSBOUENCBS  OK  HOST-PARASITE  MEMBRANE  INTERACTIONS  IN 
HUMAN  FAI,CIPAH11M  MALARIA.  '.V.  icKenhouse,  M  .1  .Stewart,  s.r.chul  man, 

‘.V  “eh-,)  1  'enters  !JV  ,  *J  V  1  'HI  I h . 

Th  <-  cmt|  rune  interact  inn  of  human  mononuclear  phagocytes  an  i 
erythrocytes*  infected  with  the  malaria  pa r a s i t e , P 1  a sm od l um  falciparum, 
was  studied.  " y t • ’adherence  of  parasitized  erythrocytes  fo  monocytes  was 
l  served,  and  the  interaction  occured  via  red  cell  membrane  protrusions 
o  a  1  1  e  1  K  n<-  pa.  This  antibody  - in  dependent  cytoadherence  was  specific 
i  n  ~  e  neither  in  infected  erythrocytes  nor  a  knobless  clone  of 
; a r a s i t l zed  erythrocytes  found  to  the  monocytes.  Tryps i n i za t i on  of  K* 
i  'irmtes  at  oil  shed  binding.  Cytoadherence  or  K»  parasitized 
erythrocytes  triggered  a  respiratory  burst  in  monocytes  and  f  - 
interferon  activated  human  macrophages  as  revealed  by 
c  hem  l  1  un  i  nescerice ,  nitroblue  tetrazolium  reduction,  and  the  electron 
~  l  n  r  osc  up  i  c  cy  t  ochem  i  ca  1  localization  of  reactive  oxygen  speices  at  the 
'unction  cf  juxtaposed  membranes  of  parasitized  erythrocytes  a n d 
effector  cells.  Klertron  microscopy  revealed  that  the  consequences  of 
this  interaction  resulted  in  degenerating  i n t rae ry t hr ocy t i c  parasites 
with  the  concurrent  loss  of  Knob  structure.  Evidence  for  oxygen- 
independent  parasiticidal  factors  in  the  inhibition  of  parasite 
multiplication  was  obtained  by  co-culturing  oxidatively  deficient  f- 
interferori  activated  macrophaqea  with  the  parasites.  We  postulate  that 
the  interaction  of  pa r as i t e- de r i v ed  erythrocytic  membrane  determinants 
w  1 1 h  host  effector  cells  results  in  the  release  of  cytotoxic  molecules 
and  may  partial  ly  account  for  immunity  to  malaria. 
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■■  *  ■■  :  :m  i  a  ;  i  >:  pmch  tis  hv  nu  I'Mviin  jai  asp  kmtmr  >  ri  i  •  r imi 

'-.A  ’  !  I 1  *’ .  •  .  lh\N,  K.WAKI  .  I  »«•  p.  1 1‘  t  m«»  r  ■  ?  -•!  \natonv,  f-  .%«'*»!  f  •.*  f  M«  -  f  i  In**, 

•  *'*  ».  and  'mtal  '  n  i  vrr  s  i  f  v ,  Yashina,  Run>v-'~kut  I*Wv>  ,  lit  lapan. 

.*  i  •» ;  rmh  ■  t  h«  1  I  a )  .uni  K  up  if  v  r  i  \  1  •;  -  ?  t !  a*  1  i  v«*  r  •  -ns  t  t  *  u  t  •  -  a  part  -  * 

.  i  •  r  ; .  u  1 .  rn.h '  t  ln'  1  i  a  sv-tor:,  havim*  iMlitv  t<>  t  a***  up  various  subst  an- **s .  In 

.  ■  :  .d-  •  h*  I  .i  \  4  r  1  1  % ,  t)i»u»'Vi'i  ,  !  :  t«  s  i  /  <•  ingested  1  at  **x  :urf  i  -  It^  is  llrited 

'  yr  in  v  i  v  *  ami  !!.»•>  un  in  vlt  t  >>  *  s  * .  I' .  Pr.ian  i  ru*- van  Palen  **t  a!  I'hHd). 

•;r  ‘•■•i*  t  vat  i .  >n ,  t hr  1  i  *  **  x  parti-  1**4  .*i  l.H,  ‘  J .  ’» •  •  and  '!..*■  i  pr.  I  n  diameters 

«  *  »►«*:*.  u.  *  •.  rn.h'th*  l»a]  .«•]!•.,  whet-  flu*  liver  was  j><t  t  uscl  with  >xv  genaf  ed 

•  -  1  *  »  t1  •  *  :  ‘  i  a  t  s.  nu  t  *• .  ’  :  f  ai*  es  *  t :  !*•  part  i  -  I  «•  s  war*  . hse  r  v**d  at  ?  h*  1  ur*  I  n«i  1 

■  nr  •  a  ■  ■  :  f  p*  r  1  r  ar  v  ,  r  at  t  h*-  » h  I  •  i-  p  rt  I  ops  .  -  f  the  •*n.!. •  !  he  1  i  a  1  -alls. 

'  :  *  T  t\in  ;  i  I  ■  *n  f  he  nascent  pf.a/- ■  n*s  w*  n*  < ovpred  with  latkV  par  h«*s  *»t 

■  *  '  r  :  *.  t  1  *  iat.  A!li  i  1  ■  r  t  he  ph  ap  ■  -  s  -  -nr  *»  t  used  with  1  ^sosones  .  ’In*  1  !  s 
:«  ia!I.  d  i  st  r  i 1  »;t  ed  m  the  peripheral  /«*n»  --1  the  hepatic  lohules  sh  *v**d  active 
n  i  v  t  •  s  i  s  -M  t  ’  <•  ;*?•*>.  I  he  n>,4*  i  •■!  the  ingested  partial.-;  in  r  hr  rndnt  he  1  i  a  1 

•  .  ,  1  vo  vo  r  ,  v.  "■.:<!>  1  *  ••  than  that  i  n  f  !.«■  K  tipf  ?  r  t  *•  1  1  .  In  v  i  v  *  .  •  xp<*  r  I  n*-n  t  s  , 

»  •  i- 1  »  ■•-i'.  f  !  a  t  *  x  :  i :  t  l  •  1  was  r  v«*d  in  t  b«*  »n«h>r  h<*  I  i  a  1  «•  1  )  s  .  \')i  I  ]  ♦*  in 

•  l!.;tt*T  .  .  Us.  parti.  l**s  voro  i  n*  <*r  pi  *r  at  »ui  hv  tin*  ruftl**  m**mhratw*s  or  n.ink 

:■*  t  h*  vt  •  '  asr.  without  f  h«*  !ary<-  pat  -  hr*  <>?  t  h»-  l-ristlr*  ■ mat  in  1 1\«»  p»*r{  us  l-ni 

a**  w*  1  ;  as  m  viv*-,  W*  <n  lud*  that  thr  s  i  nu*;.  *  i  <ia  1  rnd-’t  hr  1  i  » !  -rlls  ar* 

'  ‘  t  tv/*  st  ■ !  •  •  .  “  ii"  1  at  #•  >  •  .  r  t  i  1  *  in  •  h»  p.- 1  !  us*-d  ;  i  v»  r  ,  hut  t  h«* 

•  1  .$:■  ;  *4**  ‘  •’  '  ?  *•  ■  :  ,•.»!(*•  •!  i  *  t  *  r  *  ••.  r  *  r  *r  t  h-at  *.  Kup  t  t  «■  r  .  *  s  . 
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?  /•’  ;  k  />•  V-  KHAi.J  .  JAi  !  I*  V  :  ! f  R  V  !  I  hA<<  fill!  l.lMhl  •  KA  #  Y  .  \  i  1  INc, 

t  .  AV/*.‘i; ;  ;  A  ,  .  .V .  h  :a,  v\  AhASHl  ,  !.  m  t  I.parf-.Tl  ■  t  I’atl  ;.-rv, 

'i  ar  ,ipii  I  i  •  r  i  Vr  >  *•  1  t  \  ’  ,  •  \  Vr*t  i  i  it.*  ,  .  mi  1 1  o  P  *  1 : 4  •  <  J  .  A  !  i  i  *  <*  Pr  a  I  t  h  k  *  inars, 

Y.ftr.agui  h.  i  It  iViTsll*.  *  >‘h«*,  ’<'s»  hipat:. 

!t  i*  u*  1  ;  t  T  .  wr  that  !  .or',  r:  a .  r  «  ph.  p*  s  (  f*ar\  «i!|s  )  !  rotpuM  h  app«.*r  It 

1 1  *  t  *  t  1  r  .h  t  !  *  I  : . ;  1  •  *  t  rr  it.  \  a  i  j «  *  1  ra?  s  •  •  •  pa  t  h.  •  1 .  K  1  *  -  p.!  i  t  i «  r.  *  .  !  f:  tills 

.st  Uth.  ,  4  *  i  1  '  ..ssiii.it*.:  With  .moil  l.iti-d  r  t  v  t  h  t  4  pli.ig.  >•  \  t  <  v  i  S  wr  r  • 

*  >.  p*  :  t  na-t  t  .*  1  !  *.  ituiutt’O  lr  r.  i  *  *  hv  stih*  ut  a  nr-,  -us  iti  tin  i  t  rrui  itu*  rt-u  -til 
r*riir»r<s  r  n  :  uf  a  r  !  «;«•  j.vcir  •  t  t  *  a  t  rt!  r«*d  .*11  s,  ah»!  tin*-  .  uirsr  .!••■*  i  v.it  h'jis  w<-rr 
..-i  hv  light  ;*?  <  «  l«atr*i  tr.  *.  *  row*  pv  with  sp**<ial  tot.  r«-tn*-  t.  tin*  ra*ih.i!i»n»  l"r 

t  •  i  i  • •!  v  .  t  t .  -r.  .  t  '  ar  \  ■  r  1  1  s  .  I  i* !  low  t  ng  Ppoi  t  i"ti  ■  !  r  *  A  «•  1  !  nmh  t ..  t.*  *•  f 

‘  r  »  •  a  ‘  i  t .  ►*  Mil  .1  *  r  *  •  ■ !  h'.ir\  *  «• !  1  h  w*  i  r  i  ndm  i*»l  it:  t  hr  sub*  u  t  at*  « -us  t  i*“-uo,  and 

r  i  s  t  ■  J  f  h*  r  i  i  tit.i;  r.r  d  r  \a*  1  1  n  1  1  V  t  t:.a  t  «•  i  r  .*  1  •  j  r  t  hr  1  r  «  •.  t  *  p  1  asn. .  1  h«  y. !  ut  a  r  a  1  di  h\  d* 

-  r  !  .  t  t  r**J  -  t  l  )  s  w«-r«-  ph.*g<  a  \  l  *  s<  d  bv  t  hr  r.a  t  r  •  phag  *  ;  ,  i  j:  whirl  ngullrd 

r*d  -  til:  w*r»-  subsr^umtly  1  ragrr.mt  etl  ii;t»»  small  Kph*iulrs  with  ii.t  rrast-d 
•itiisitv.  A*  lnt  i -«<  «  1  in  lar  dlgrntiun  pr  rg  r  **ssrd  ,  this**  spb*-rul**s  sla-wrd  loss  <'t 
hi  tr.«  y  1  <  *b  i  p.  that  was  rrplatrd  h\  I  i  nr  giamii.il  tl*u'*uliknt  matrtt.il.  At  this 

stag*  .  si..  I  r.a.  ri  phitgi  a.  rrvralrd  i  o.imv  appraiancr  in  light  ml  c  romnpv .  Wr  com  In  dr 
t)at  t  hi-  1  m  r  ra  s»d  trd  t  r  II  drfit  riu  t  u  inn  in  t  hr  rrt  1  cu  lorndrt  he  1  1  a  1  svstrm  Is  <»t>r 
»t  path,  ligii  states  In  vtilih  i  oamv  i  t*l  Is  arr  lorrnrd. 
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■<*.  ■.  o  ;  i  i  *  f>.»*  ■  iv;sr<  ar«-  :  t  f  * ! :  T  1  in. lor  T  *;«•  f  r<'M 

•  •  *  ’  •  f  ’  ii  i  r  ■  r  '  r  •.  -o s  ••  j  r  r  -  m* I ;  n  .•  r r  T  :  i  • » 1  i  r  t  .  k,»-  r  x  w  i  ?  b  «•  ]  a  s  T  u  t  ;  l*r  r  •» . 

<  •  *  .  1  *  i .» j-  ,‘f  ! ■  •  m  ••  <  •  t  ? : '  <  r  ^ •  r  »  !  i  sh  ;>»•  r- . *  i  j  •  !  i  sr  » * i « 1  c  •>•  •:»«  h  m  !  is  s'  i  t 1 1  •  *  f  hr 

’  !■;  ?  T  '\t  rat  inl-ito.'  h«*  *'  t  v  e 1  1  s  r.  !r  e  r  in  i !  at  r  in  the  ?nn  •  1  1 1  «\t  1  1  \  no.lr. 

**  * 1 »  i  <  i ;  i . i  t  v  * •  i  !  ?  <  ><  4  »;  ,u  !  i  \  o !  v  "..in  *  it  1  r  a  *;«•. J  n.isf  v  o  1  1  c v anu  1  o  s  w h :  v  h  s  how»*. ! 

** -  it  -irt  ,k  ‘;r  i.i  h»  t  •  >  1  u  ;  •!  i  nr  *  1  Jr  stain  on  t  hr  ef>«-n -rmhe-Me  I  st^it'un  m'i  !  'mjs, 

'!.■*>  r  ;n  the  sinus  also  pha»:  n  vt  \  ;o!  released  mast  coll  *’!  anu  i  »*x  ,  but  laryer 

■:  >t  granules  wprr  fount!  in  reticular  u- 1  I  s  thin  in  ^.ur-M'luivi-s,  In  ot\!«*r  to 

*  >\ i  rv»  !!'••  fate  «>t  T  he  taW'fi-u;'  cranu  1  r ** ,  t  hr  at  i  I  phn-.ph.it  im*  act  it  it v  was  JotecTetl 

:m  *‘:.»\  i  ( *!  i  ,*_r s  ami  reticular  cells  by  the  method  ol  t  hr  i.dinon  aider  the  electron 

"  <v  r.’M  !hr  acid  phosph.it  ase  activitv  was  demons f  ra t  r.l  a T  thr  taken-uu  mast  vrll 

►:  r  .i f  ilrv  in  "iai-  ruph.uirs,  though  no  activitv  of  This  rirvn*  was  detected  in  those 
■if  ?«•!:>  ;I.tr  <  11s,  Hus  "leans  that  phatfo  1  v sns. im»s  are  .in!  "ust  cell  crannies 

are  it  i  y.t  s  t  ed  m  mac  rophay.es  hut  not  in  ret  h  ular  rolls  Pie  convex  of  hrp.inn 
and  protanun  was  also  Taken  op  hv  both  ret  nular  tolls  ami  iiaironhin’es,  anti  t  ho 
activities  »t  at  ill  phosphatase  wore  demon st  rat  ed  at  The  sift*  of  ?  h«  complex  in 
noth  topes  of  colls.  Therefore  it  is  smp’o stoi!  that  reticular  cells  in  lymph  noile 
sinuses  tale  up  an!  1 1  oest  foreiMn  substances  in  Ivsosomes  as  mac  ronhaces  #  but  ilo 
not  .finest  their  own  mast  cell  granules 
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Pfiaqoso*p-1  ysosowp  fusion  in  humn  «»acrophag«‘s‘  first  nncountpr  with  ipprae. 

.M.  '.rnllar'!,  1.0.  fiar'lnpr.  Chian';  M^i/Jl)inois  I  rprnsy  K  Pro;rrT\  Chian.) 

M*  ’  ,  *  ^''ard,  >nd  University  of  Mnng  *'ong,  Hong  Kong. 

n»  have  examined  the  in  it  id1  interaction  between  monocyte-deri ved  macrophage. 

*  w,  'pjrflf  *  ^  vlfrnt  *r  determine  whether  phagosome-  1  ysnsome  fusion  f  PL  F  )  i s 
stimulated  nr  is  inhibited,  as  occur*;  wit*  ->nnn  other  intracellular  pathogens.  M. 

I  r*  *  ae  obtained  directly  from  ^  W  i  n  biopsies  of  active,  ijn  *■  rea  t  ed  leproma*  nys 

‘r;  rns,  patients,  stored  at  4^r  and  used  within  10  day*..  Periphera1  blond  mono* 

>*«•.  *»'•■*  -i\iu>yt  rnr  -  •  pprn*,  y  -pk  posed  volunteers  were  obtained  hy  adhoronro  to 
glass  and  <  (jUur»‘f*  in  modi*;"  with  ?0t  autologous  plasma,  The  coll*;  worn  labelled 
0k'**-.  'err  ’?  ir  -.r  fhp  Ird  day  in  yi*ro,  and  M.  1  op r* a n  worn  inoculated  on  Pay  4. 

*'l*'.  w  ore  enamined  .  1  f  r  a  -  s  t  rye  t  ur  ally  T  and  Splays  after  inoculation  to  determine 
•\  \  .  *’ri> 1  im  i  n<**- ,  n>s  (Hf.  show  *erritin  i  n  ISh  o'  M?  phagosome*;  ,  indicating  phago- 

\.rv»- 1 f sosnnr  fusion  in  of  instances  following  phagoc y t os i s  0 (  M.  leprae.  The 

b*  *'li  if-  -  nr  yn'*  *  *•  phagolysosomes  usual  W  showed  i.y  i^nro  n*  damage,  possibly 

a  a  ros-jl*  of  lysostVM1  er/yme  activity.  Since  f*l  f  does  not  appear  to  be  inhibited 
’  »  ** .  lepra**  •  ho  » * #  r  ,*  '■ o  i  1  ■  i  1  a  r  *  .j  r  v  ’  v  a  '  a  n  d  grow*  h  r  f  ♦hose  or  gan  i  sms  appears  *  •')  ho 

*  je  ♦  o  resistance  n*  their  vita'  fiinrtions  to  lysosnma1  en/ymos  and  other  toxic 

*  f  *  s  a*  ’  •  *  '  *  *  ,  '  »  snnes  . 
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A:\<:A  V  VKTM  :  r  -h  AFTIYF  FHACnCVT'  -F  l  8  r  vni.Y*nKl'WWCU:  AR 

;  T-v  w'vtjs  I*Y  KirMpKsrKTN  I. !  HKKAT 1  •  »N  FP<>M  PM/V:<rK:YTr.1ZK.tl  BFAFv* 

« 

;  .  /  -V  i *\  i  *  . :  ,  Fi  ,  ■  * :  <  .  • . >  > . » • :  »  w  •  i ,  !  1 1  • .  4  ;  • .  .  »  .  i  *  i  * 

'  4  i  :  \  <  \  ,  t ’ .  :  <  •  4  ;  i  . i  *  :  ‘  .  *  i  \  *  •  i  •  :  ,  ,  1  i  *  ' 
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1 .  ! ,  »  :  .i  i :  .i.|  •!>:•»-  Mr  n;< :  n;  '■! --ikii-  i  hi*,  iim%  ■  i  i-mi  i.  1  «••  in:  •  • 

'  1  .  ’  I  .1  >  i  '■  i  1 .  .  .H:-’.  *  .  \ i  i  >  .1  i  i  ■  '  i !  '  •  t  |  ■  a  .  •  f  !  n  t  e  re  1 1  Mis!  I  i.  I.;v*'  , 

:  r  :  M  ••  •  ; !  i ;  ,  !<"!:,  '..in  ,  1  iv-iu. 

*  :  j  t  .1  1  .4s..;v  »■  r  .  T  I.  I  "V  •  t  *’  '  i*  Hi  *•  fror,  iJh_p«.  I  !  I  .  *•  Sl'si'il.  were  1  ahe  1  '*>1  with  !  S  - 

Hid  ,  .ills!  »  t*  1."  !•>  I  real  ill.-  I  with  Hit  I  -i1  -'run  i'-MBi  ,  tr,.l  t  hell  returned  to 

t i  m,i.  i  «•»  t  •  wilt  t  r- . 1  -  i  ihe  led  MM-  \-ct  he lmc 1 e i m d  .  T  i  .-.it .  •<!  RBi's  lor  simultane- 
i-  ■•ii,.isiiri-Hii>nt  their  rc-pect  iv  V  met  ic*  in  vi\  ■. 

i  ti-  t  .-hKi-'  dtscocvt  ic  tori’,  uni  normal  ri"-ut  iiu  >■  *  •>  ,:rad|.*nt  vi.iritv 
,  il  ;,1,  met  . 'i-.t  r  1 1  i.’.it  i  oil ,  1 1 1  iT.tt  i  on  oi  tin  intr.is’luiu  Inu'lu-  P-KHi  s  a.mi- 

ti  sled  :tt  first  m  increase  in  tin’  propi.rt  I  on  ot'  their  to  d.-monst  rat  <•  s  1  .w  d  >  e  inn  s  , 
,im|i  related  proportionate!'  to  rln.it  mn  ot  their  iotr.nl  u'l:  r.itio  in  tin1  spleen. 

|  )  j;ht  .uni  st.  iinn  i  iij;  Hn  t  ion  m  1 1  r.  .s.’oii  1 1  pictures  demonstrated  rut  rapment  in  the 
,  ,rJ  of  1  •  —  Is Kt  s  which  ha.I  been  infused  intra.irtiTi.il'  lost  after  removal  anti  well  per- 
to’ion  washing  of  tin-  spleens  from  cases  of  111'  or  potrt.il  hvpertens  ton .  Ihe  nu  litre 
of  li.ltBCs  phagoc  vt  osetl  hv  cordal  mac  rophages  was  oh  served  on  II M  in  the  spleen,  into 
winch  1>-RB<  s  had  heen  infused  two  hours  prior  to  removal.  Ihe  picture  ot  !'-RB(  in 
transit  through  the  Minis  wall  in  hilohed  form  was  more  abundant  than  that  of  SIM- 
HB(  ,  which  demonstrated  reduced  osmolar  resistance  and  deforwab  1 1 1 1  v . 

Iffect  of  h  i  >;h  dose  intravenous  gamma  globulin,  suppos  i  nu  l  v  a  blocker  of  the  macro¬ 
phage  l  e-receptor,  was  examined  in  ')  1111  cases,  in  whom  prolonn.it  ion  ot  platelet  sur¬ 
vival  in  post  mod  t  c  it  i  on  static  was  associated  with  coincidental  reduction  of  extrac¬ 
tion  ratio  of  |i-RB<  s.  fhe  UM  picure  ot  the  spleen  removed  in  such  stage  denunst  rated 
a  feature  of  predominant  myelin  like  residuals  m  degradation  process  ot  phagoc vt used 
platelets  in  mac  roohav.es  suggesting  recent  suppress  ion  ol  accelerated  phagocytosis. 
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'  y;  \  •••■•■••  •. .  ;■  :  *,  k:.\<t:vk  oxy-as  kv  m:,.:ro;therf.-bo,'xd  i.fMixot.. 

T  .  :)  I  "A  '*■,  T.VAW  **  ,  '*  .  H< Ar'A_  I  *  .  E  .1  x :  -  PriPirAi  I  .ih.-r-l  ?  or  ie  s  ,  Torav 

t  r  .  *  ,  '  :.;v  r  ■  •  .1  r  r.  •  o  r  *  *  1  ,  *'11  7*' i  r  ,  K.im.iV  or  .1  2 AS  ,  Japan  . 

n,i  '  uw  ,•••:•  r  *f  e.i  xr-i  fr  r  Krruv'.'s  1  mp'.r'r  a  i  ■  u  van  t  -<■ ".  i  t  e  3 
~x  :  ■  .■  :1  nr;  mu-  ffb.iy*  ■.  iff-  ph.ic  'fum ex  w.i  1  nea  -  :re  i  bv  1  uT.  ino  ;  dependent 

.  7*  -  i  *.  urn  n.  n'l  .  Feu.  •  ;  ve  rxv,vvi  w:’l  in  pf.a  £  '  x.."r.e x  was  able  t  s  bo 

rx  a  ■  . :  t  d  ;  r  >  bv  a  ;-,rw  m*  *  br  d  ,  nt  ;;  m  ir  -  '  xp  ‘no  re --boun  d  Igir.ir.  i  .  It 

was  <  . :  to  1  i  t  bo  t  ‘.  I  unoy  result x  that  mir  r  '  sphe re -h  vir. d  J-itnininl  Cl  is 

P":i  :,’i  by  mu'.  re.v  t  ;  vo  'xvfi'n  ;  1)  when  rvir  r 'phu  ge  s  had  boon  treated 

w -.  t  b  "1  ha  t  .( *  . r  •  1  i  :  rf  a ",  ;  ,  tb.o  st  ;mu*.at  ;  ■  n.  .-f  the  macrophages  bv 

r;  ' :  ■  •  her  •  ■ i  Innit;  *.  prat  .-•!  wry  1  ;  t !  ’.  «•  (*7,  despite  the  increase  in  the 

an.  vi  r  cl  «*>  t  r  as  r  at  re.i-tivr  cxx-per.,  2*  Cl  production  rem.iir.ed  slight  evert 
tit  n,‘  Tb,  cvt  t'.a.i  if,  F  -tr*  itod  r.i  r  'phuyex  were  stimulated  bv  both  of 
p*.  :  :  nr.- :  :  •  a  t  •  1  a  .•at.-  ‘  t“d.\  1  at.  !  tr.  sphe  re  -b  mir.  i  lutr.ir.fi.  Bv  use 

1  -i  :  '.ph.  lumir.  ,  the  life  :  -1  lip  p ■  ■  1  v so  .'ha  r  i  !c  s  fl.PS)  on 

r..  :  w  1  ■  •  t  ; ; ; >  : .  VJ.en  the  in  ..t  :  -r.  f  tr.t  r. -phages  with  aicrasphere- 

1  ft.  I.ttttt:  .  w.is  ;  :  "  •  :•  i  hv  the  eve:-...:ht  fire  with  I. Pa  ( In?  '’ml  -  1C*'"„g /ml  )  , 

fa  ■.  :  i-.te-.-  :  t  v  w.t  •  ft;  ‘eper.d :•  the  I. PS  r  entr.it  i->r> .  This  result 

st-  that  t  he  ;  •  a  ••  'Vt  .  •  ;ate  ;  tr  :  ;  i.ia'.  activity  is  reduced  bv 

PI  -14 

• « ,r •-  •••;  rA’.*m,rNr'>r  w  r.«ocr.  rfic-iAro,  n.m.  bailev, 

IHmi!  Ajnost*.  riA  3091?. 

Ae  <  ’-e  1  p.ed  -jl  itathionp  ( f/.n in  RFC>  tissue  supports  the  hypothesis 

tha*  t  c  *  i  *  ■  • »  >•’*  rrni’ii  ts  (rnr  activated  nhaqocytes  are  associated  with  impaired 

t-a-ferj  i-ia'  a  *  i ,  ’  ? ,  and  survival  in  shock .  Following  tissue  injury  GSM  levels 
1  r  the  si'erff.  ;  ,>xma'v  and  intestinal  tissue  were  lowered,  decreasing  the 
me f n a r •  -  bv  .ts  t  n.  vaen  fr ee  radicals  are  detovified.  Damaqed  i n t racel  1  u  1  ar 
s  t  r  e  t  jres  ,  obstruct  the  delivery  of  myeloperoxidase  to  the  phagolysosome, 
ars.  r.jnting  (<>r  '  os  of  bactericidal  activity  and  the  escape  of  toxic  oxygen  products 
'to*-  the  cell  may  ause  tissue  damage.  NADPt*  oxidase  was  also  found  to  be  lowered 
a<,ec,’og  pr'idoc ♦  ion  of  -pOn  further  reducing  the  bactericidal  activity.  To  test 
’he  hypothesis.  *  variety  0^  agents  that  interfere  with  or  scavenge  oxygen  radicals 
were  administered  in  vivo.  G‘,m  (200  mq/kg  i.p.;  replacement  immediately  following 
t ra jw-a ,  prevented  these  adverse  sequelae.  Methyl predn i sol ne  (30  mg/kg  i.v.)  which 
■nr-bits  the  produition  of  Op  and  ‘^0p ,  given  2  hr  before  injury  increased  survival, 
a*.  Jid  dimethyl su  1  fox ide  'A.b  g/kg  i.p,':  a  specific  0**°  scavenger,  given  30  min 
be ‘or,,  trauma.  Des  f  err  i  oxami  ne  (?00  mg/kq  i.p.)  an  iron  chelator  which  inhibits 
the  conversion  of  “?Qp  to  0H°  in  the  presence  of  iron,  given  30  min  prior  to 
' r  * u r y  also  enhancec)  survival  data.  It  Is  concluded  that  toxic  oxygen  inter¬ 
mediates  not  only  kill  bacteria,  but  when  released  from  phagocytic  cells  damage 
the  surrounding  tissue  and  affect  mechanisms  concerned  with  the  pathophysiology 
of  shoe k  . 
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:  i  ^ f  . m  M‘irMH.i<uu  cm  c.ium  lomas 

'■I'M  MiKWrins  AM'  l  Wl  SOJ,(X;  MM.  rOMPITKNCK 

■\ :  tm  rs  ’*  »  .  i*  '  ’  «t ,  *  .  ’>  *  i  ,  4  ‘M  . • .  (  .  i  :  «*.!» 

H  —  p  f'  r  Trup  !  s  ••  *  and  !  i*  p- T'nivcrlntv,  ’.ran* 

«  <  i  •bar  t  «*r  I  a  1  urunulonas  due  in  1KT,  in  rat  skin  lnctu  ati-»  that 

! ‘.I-'TI  It-  f'-rp.alPin  arises  from  an  intcrplav  of  antigen  (load).  ntiron  -  antlluM* 

.  .t  <11  m«fdi.tt«Ml  tminunltv  and  drluvrd  hypt* menu  1 1  1  v  1 1 y  .  Th«-  r»»st  i  ipi«' 

\  tlo*.  .tt:  t  »  ,:*•*.  "  !  4 !  r  I't  Is  *•  f  *  ■  .«•  t  *»H  #»  r  ’  ••  ****<•  r« » |  t  m#»n  t  nf  1  v'di'H 

m0s  and  H  *  t  *  ■  i  inlrral  ’  » i « * x t  i..  st  performance  i.«*  in  tubercles  due  to 

B<  (-  ;  T  i  .•  •  *  !  •  rmiul  (omplexea  in  antibody  excess,  when  a  constant  rate  of 

SKUiotvte  influx  and  transformation  to  activated  macrophages  Is  maintained  until 
resolution  «  Mo-  «  *t  rate  of  hcullng  is  in  primary  lesions  and  is  associated 

with  the  whole  range  of  mature  monocytes  to  epithelioid  cells.  Loose  cluster”,  of 
<  «•  1  U  with  infiltrating  lymphocytes  and  good  vascularity  are  features  of  the 
rapidly  resolving  lesion  as  opposed  to  tight  (Departmentalisation  and  diminished 
vascularity  in  the  n 1 ow  resolving  tubercle. 

;  •  result*  of  light  microscopy,  ultra  d  r  cturf  and  bacteriological  analysis  of  this 
study  are  presented 

.  *  oi  servat  ions  are  discussed  in  their  relevance  to  leprosy,  lei  *»».r  ,*n  i  ari  l  a  an., 
t  ji  *  r < u 1 o s i s  where  similar  situations  of  immunological  competent  and  incompetent 
epithelioid  cell  tubercles  are  seen  dua  to  M.  leprae,  !,e  i  h  hnan  1  a  •  «cles  and 

t  ul  (*n  u  l*.s  1  ■» 
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I  The  Regulation  and  Execution  oi  the  Inflammoloiy  Response 
Doom  A  ■ 


55-3 


i>:»  :•  » voqAi'%  t  >(-:(  ;i,n  .  > :  ■ .  riMAT-v  ;%< !  a  mma:  ;n*( 

i'i  • ,  >.  ’obuya'hi  and  T.  Voshida.  Dept.  nf  Pathology,  .  nf  form.  Hxm  1  th  •  enter, 

:  in  -ton,  *  .9603? 

•"•.in  inn  -  pde  l  nf  pulmonary  foreign  body  qranuloratous  inf  laT at  ion  •  fp.fi  I  was 
:<  ,•  i ...  to  an!  in  thf*  ''111(1!'  of  the  mechanisr  of  thr,  » ypo  of  inf)  amr-a  1 1  on  and  to 
■  •;  rr  the.  consequences  of  these  lesion',  on  other  inf  1  amra  tor  /  /  nminn  host  re,  - 

f era  1  e  halb-(  “UP  v«prp  iniectPd  intratrar heallv  with  neutral  <  ross- 1  inked 
•  ‘p.  ♦  ran  load'.  r'pphade«  050)  and  sacrificed  at  interval', .  largo  epi  the)  tod  qranul  - 
as  developed  around  the  beads  which  were  quantitated  by  ■measurin':  the  radius  of 
•r'ivTation  on  routine  light  microscopic  sections.  Conspicuous  granulomas  wore 
.  re'pnt  within  ."’4  hours,  peaked  by  P- 3  days  and  rapidly  declined.  An  absence  nf 
"  i  unn  ien i •.  i t  c  of  dextran  in  this  for-  was  demonstrated  in  several  wars  emphasizing 
t’e  true  foreign  bod»  nature  of  the  granuloma.  The  general  status  of  cell  mediated 
brunt,  in  ;r*nulni-a  bearin';  animals  was  assessed  by  measuring  ?t  hour  footpad  F  P ) 
•wr’linr  induced  by  intrader-al  iniec tion  of  1  ymphoc; /te  "itogens.  ‘larked  suppression 
and  or  -  A  elicited  f n  responses  was  associated  with  early  FBGI .  FP  reactivity 
ii>,:'vere;  i.  r  weeks  following  bead  injection.  Aqueous  ex  tracts  prepared  from  TP, 6! 
lungs  •  1,1.1  passively  transfer  suppression  of  the  mitogen  FP  response  when  injected 
i  nt ’Viper  i  tonea  1 1  y  into  no>-"al  mice.  In  conclusion:  'll  Dextran  beads  induce  large 
'  rune  pulnonary  granuloras  in  -ice.  '?)  A  state  of  transient  anerqy  exists  in 
,iM-als  1  earing  active  de«tran  granulomas .  '  3':  This  anerqy  appears  to  be  the  result 

.*  a  so  ;ut  le  -ediator' s ;  produced  in  the  ief  lamed  lungs.  Supported  by  Nln  grants 
’ .  i  ■  r;  •  ?’ .  rtnd  Ml  -?,»3K* . 
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-  .  :  ;  :  •.  *  i  Pi  I  Pt  IV-  1%  iiRANut  jfVi'o'u'.i  IMIAMMAI  ION  Abu  Tnl  AbbOUATtj  AlURl.Y, 

'  •>  A  r  ALi  •  I ,  l.Ai  LRLU,  AND  R.CASTRIOTTA.  Department  of  Pathology, 

"  ’  s*  t ,  f  onriet  ?  'cut,  health  Center,  Farrington  ,  CT  0601?,  USA 

'hi-  me  hamsms  of  de velo linen t  of  granulomatous  inf lannation  and  the  associated 
a'  x  »'(•!•  «i  i  n  unknown.  To  explore  the  role  of  1  ymphok  i  nes  and  interleukins  during 

the  ‘  "sating  i(f  pulmonary  granulomas,  bALivc  mice  were  immunized  with  methylated 
v  , ;  ne  serjt'  albumin  (MbSA)  in  complete  Freund's  adjuvant,  and  challenged  intrj- 
'.■asheally  with  MbSA-coated  agarose  beads  to  induce  pulmonary  granulomas.  Granulomas 
started  tn  appear  within  one  day  after  the  injection  and  reached  its  peak  on  day  1, 
when  aqueous  extracts  from  these  lungs  were  found  to  contain  It.  1  and  MIF  in  the 
absence  of  It  both  the  suppression  of  cutaneous  DTH  response  and  the  diminution 
ii'  the  antigen-stimulated  lymphocyte  prol  i  feration  in  vitro  occurred  concomitantly 
with  the  development  of  lung  granuloma.  The  production  of  IL  2  by  antigen- 
stimulated  lymph  node  cells  was  also  found  depressed  in  these  animals.  These 
results  suggest  that  macrophages  probably  activated  by  lymphokines  in  vivo  produce 
It  1  in  the  granulomatous  lesion  and  that  the  observed  cutaneous  anergy  seems  to 
be  mediated  by  circulating  lymphokines,  which  may  be  responsible  for  the  suppressed 
production  of  11  by  lymph  node  lymphocytes.  Supported  by  NIH  grants  HL-?938? 
and  Hi -01 1  /  l  . 
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tiny  •  i 1  i'kynTM-s  kotni)  is  makr<  >w!a<;k.s  ok  pi.ktra!.  Ki.ni>  ok  a  ;bf.s hvi-kxt** 

KM  IKS.  >.  Y.  tll'irum.  H.  HI”RA(  ' )  (1  )Tsukuba  t’ntversi!  v.  IKir.iM  HI',,  lAF’AS. 

.  Y>kosuka  k  vosa :  Hospital,  k’anaRswa-2  !H,  JAPAN 

’.i  ■  Itrifv  the  nnr phoRenes 1 s  nf  the  pleiir.nl  plaque  an!  >i  atesut  he  I  I  ot  i  of  the 
parietal  pleura  in  ashest  on  -exposed  patients,  we  ex  miner!  virions  .ells  and  tissues 
>!  •  i  patients  who  hail  been  exposed  to  asbestos,  using  light  and  polarize! 

"  r  > isi  ope .  We  a!  so  usfvi  onor ^v-d i spor s i vo  x-riv  mi  r  r<  >,ma  1  vsor  to  nnalvso  «*W*n»*nt 
Mn  of  iopos  i  t 1  od  <rvstals  /ind  of  natural  asbostos  stones  is  <  rot  idolit*', 
-hr  v‘it»t  t  1  o ,  and  nroosito.  Tho  ferruginous  bodies  showing  drum-stick  sh;tp#»  wr»*  found 
*  ho  nlvooli  nnd  poripheral  lun#  pyrene hymo .  The  double  rnj  rift  i!»*  r  rvst  ils  1  '&r  ,i 
tfcr**  iff  ot  t  Oil  in  alveolar  mar rophn#es ,  i nt or st i t i um ,  ind  lymph  :iojo«4  in  all 
pifients.  F ur t herroor o ,  7  p<itionts  had  i>RC  in  t  ho  pnrio*aI  plouri  ml  t  ho 
n-r  r«)ph.i«f*s  in  rhe  pleural  fluid.  1  >no  p.it  inn?  had  manv  rrvit.il  t  tn  *  ho  liv^r  in! 
spleen.  An  x-riv  mi  r  r<>ana  1  vs  i  s  revealed  that  !)Rf'  had  si  Ilf  on,  lluminium,  <  il  ium, 
ma#nos  i  urn ,  and  iron.  Asbestos  stonos  also  ronfainod  *W  in  their  Ion;;  fibers  ,n1 
e  i  h  ;)Rf  showed  specific  element  composition  for  ear  h  ish<*stos  st.no,  Thf-o 
rvst  ils  both  in  lungs  and  stonos  wore  r-tinglng  in  J  to  |  )  mi  era  and  in  !.”• 

to  1  m  1 1  ron  width,  We  <  nnr  1  ude  that  t  ho  pleural  mos  ot  ho  l  i  *n  a  ml'  ir  pi  a<|uo  \  r  o 
resulted  from  some  stimuli  carried  hv  *  he  mar  rophages  from  *  ho  iIv'»f»Wis.  Tho 
pleurisy  if  tho  -nun,  who  ha!  isbest  >*;- ro  l  i»  o,l  d<  njpit  imi,  is  possibly  lie  *  , 
s :  1 1  i*o  <  rvstals  is  well  ,is  tho  tuber  .jlosis,  Tho  i“!  iMonihip  %e*t  w*v»n  ♦hoso 
rvstals  and  tho  initiation  of  mosot  hoi  ioma  still  r^wins  in  a  r  i  1-1 !  *• . 
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►  SMANv  KMFNT  >F  MONWYTE  ACCESSORY  CELL  FUNCTION  BY  INTERFERON  f  .  S^_  BECKER. 

r.;vcr«.!v  ot  North  t  4fol  in«  ,  Chapel  Hill,  NC  2  7  *>  1 4  . 

*i  jrvin  non.',-  vt  e*  respond  to  interferon  *  MFN)  by  increaaing  their  surface 
’*  ,  %  1 1  v  of  HI.A -HR  1«  1  14  fold.  The  monocyte*  cun  He  exposed  to  IFN  at  0°C , 

.  s  that  rrrf ptor  occupation  is  sufficient  to  induce  the  signal 

r  I  ‘>r  increased  la  synthesis.  Cytoplasmic  Hl.A-DR  apecific  mRNA  i  * 

*  f  » » d  in  the  monncvte*  within  ft  hour*  after  IFN  exposure.  If  thi*  is 
i  .  message  stabilization  or  increased  transcription  is  presently  under 

.  •  •>  ’  i  * t  *  >  n  . 

'*«  i  tij  ;  i  at  ions  >t  this  increase  in  la  on  the  accessory  cell  function  of 
n.  u  *  vte*  ha*  H#»en  investigated.  Roth  autologous  stimulation  and 
•  Nr  fa'i  >n  »f  *•  *  1  uH  1  e  antigen  is  increased  in  IFN  treated  monoc  v  t  e  *  .  The 

«*  -r  .  s'  i nd e i  is  proportional  to  the  number  of  la  moleculea  expressed. 

'*-.-<•••1  s  es*.»rv  ell  function  is  especially  noticeable  at  low  monocyte  to  T 
's?.  *.  Tinwc  »ur*«  experiments  evaluating  the  induction  of  T  cell 

.  ?e*afi-»n  show  that  H  fhvmidine  incorporation  can  be  detected  at  least  one 
with  the  IFN  treated  monocvte*.  Stripping  the  monocyte  surface  of 
■«  with  mono.  1  ona  1  antibody  inhibits  prol  i  ferat  ion.  Tbeae  observations 

h  w  ’-a?  the  e  f  t  e<  t  of  IFN  on  monocytes  is  to  enhance  their  accessory 

?i--.  most  likely  v.a  enhancement  of  la  expression. 
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FUNCTIONAL  FKOI’E  RITES  OF  LULTUREL)  MUR  INF.  THYMIC  MACROPHAGES ,  RELEASE  OF  IL-1  AND 
INDUCTION  p  *U.  RESTRICTED  PROLIFERATION  OF  (T-G)-A-L  SPECIFIC  T  CELL  LINT. 

R  .  oALLILT  ,  O.  AXELROD**,  L.  MuCLS**.  ‘Immunology,  Hebrew  University,  Jerusalem, 

*  ‘Chemical  1  ramunology  ,  The  Weiimann  Institute  of  Science,  Rehovot .  Israel. 

*e  have  recently  shown  that  successful  long-term  culture  of  proliferating  CSTRl/n 
thymic  macrophages  can  tie  achieved  by  plating  adherent  thymic  cells  in  the  presence 
of  L-cell  conditioned  medium  cm  dishes  coated  with  an  extracellular  Matrix:  The  ad¬ 
herent  cells  proliferate  for  more  than  60  days  in-vitro.  We  identified  the  cells  as 
mononuclear  phagocytes  by  the  following  criteria:  phagocytosis  of  bacteria,  positive 
staining  for  non  specific  esterase  and  the  presence  of  fc  receptors  and  F4/80,  a 
spec!  Me  macrophage  cell  surface  marker.  A  high  percentage  of  these  cultured  cells 
bear  la  surface  antigen  tt>6-96%).  Our  present  study  shows  that  thymic  macrophages 
secrete  significant  levels  of  PGLj  const  i  tut  l  vely .  Further,  LPS  stimulation  prompts 
high  level  secretion  of  in  te  rlcuk  in  - 1  (IL-1)  .  Thymic  macrophages  show  tumoricidal 
activity  following  activation  with  cither  LPS  alone  or  in  combination  with  T-cell 
lymphokinc .  Thymic  macrophages  are  capable  of  antigen  presentation  in  a  s*HC  res¬ 
tricted  fashion  to  a  iT  G,-A-l  specific  T-cell  line  as  assessed  by  T-cell  prolifera¬ 
tion.  No  proliferation  was  seen  in  the  presence  of  unrelated  antigen.  The  response 
could  be  inhibited  by  the  appropriate  monoclonal  anti-la  reagents.  Our  results 
indicate  a  close  interrelationship  between  thymic  macrophages  and  T  cells,  especially 
as  regards  macrophages  presentation  of  antigen.  The  system  which  involves,  homogen¬ 
eous  populations  of  thymic  macrophages  obtainable  in  large  numbers,  offers  a  unique 
opportunity  to  s*udy  the  cellular  and  biochemical  requirements  for  antigen  processing 
and  presentation . 
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■  ■  •.  ;  a  >  \  •vi-hniiv  <  i  • :  >  r.  p'Mi  'R  -  rear  i  v  h.w;t 

-t  AWA'-H  :  .A,  . !:•-.» !  !  b,  •  .  **«•.! .  ,  K  1 t  .ikvushu , 

■  a : 

r  .  '  .im.» i  ?  h*  .  ■  t  vije'Itssi  >•:  in  i  ’.n-'r-luMr  i;i.  hosts, 

•  -  r'..-’  :  i  i  - 1  * f  t  rri.i*  r » •;»!»  !:  •  lli.  He  -u>  «•  hoar  i  in*  \'r'M 

I-  .:  s  :  -i*-  stn:,.  1  :.  •.  :  !  t  ,  I  he  mduat  «i  !  t  ■«•  1  ;  s  t  r  he  ,1:1!  i.vn 

. i •  r  ’ . .1  ,■  i  »  v»«-  r  ••  INI'  -  s {•«*,  i  f  1 1  :•  r  * !  i  f  «•  r.i t  i  vt*  T  •  r!  1  •*  whi<  h  wm- 

!  !»•.  i  :i»-  r*-  .(  i t  :  n  at  S  v'lphn-Ue  I  !r  pi*rv!  «  lilu  idf-j'.iintri!  'niff 

.  ■»vn,*«ni*i.  run  t  ophapr  s  m  vn  r>  .uni  TNP-speiifu  k  i  i  I  «*  r  I  fells 

*•  .  *.  wi  n-  radioed  b\  litutmv  spleen  I  <  »•!  Is  with  TM'-t  oup  UtI  svni’eiu'ii  naer.phd- 

,•*.  .  .  itr  .  Hr!:  !  'ill  .i  i  t  i  v  1 1  *  •*  s  wen  iurkr.!  1  v  i  :::pa  i  r  %■  d  when  I  tells  t  r«v?. 

?  j  r  hi  .i  r  ”  1 1  .  v*!i  us*  1.  .*  he  antigen  (1NP»  ;>i  •■sent  nu;  .ntivitv  >t  i:j»  r.-* 

!-r  htth  I  t*il-  !r  nor  rial  i  *  e  was  also  i::ipa  *  i  ej  when  T.if  r  a  phae o  s  f  roni 
:  liV.i:  j  -  hear  i T;  u  t*  were  usnl.  f  ur  t  hermore  ,  the  p r  »»iu«  t  i  *  »n  ot  interleukin  '  hv 

•• r  phapes  ,  t  l  mu  i  a  r  i«i  with  M’S  was  impaired  in  t  uni*  *r  -  bear  i  tip  mu  v  .  Die  Jvs 

!  u::«  turn  i  *  t  mat  rophape  *»  in  t  u:n»r -bear  i  tip  t.uicv  was  not  due  t  ■  I  hv  JeveU»p"wnt  't 
suppr  i  ss. .  r  (i  l  .  •  ,  but  due  It*  the  live Tease  of  I  4  -  pos  i  t  l  vv  ’:iai  t'phd>!es.  Ihu*»,  it 

i  *■  Mi^'t-stei!  that  i  *  1 1  e  t  t  h*  -:iet  ham  sin  * » {  immune  suppression  in  t  lD'>  t  *  In  a  r  i  ftp  h.sts 
i  a  dvs!  utu  t  i-»n  •!  la  positive  ant  i  yyu  -  pr  v  sent  veils. 
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:  ''-I’lVi  l  :%f  I1  MACRfiPHAGf  s  R|  n  Arj  th(  '  t  s  f  N I  r  am'I  sv-»v  f  1 1  s  in  ntt  inoittion 
;  •  rt'trf  Ns  Of?  ’  C|  LLN.  P.  t*.  NAt  AW»A#  .  A.  NAGAVAVA**  .VV>  T.  *  'sf  P  T  or 

-  :  .  pf  » 5  ,  MM.  TOrvft,  AND  **DI  t’T  0!  MI  ("POM  "l  ,  Af.A  MiDIfAI  vr.Hnoi  %  %A?,A,  JAPAN. 

.  inptl  "Me  rophaaes  Sl-I  are  I-A  and  I-'  positive,  while  the  other  lined  rvn  rnphaoes 
-4  are  !a  negative.  Both  lined  cells  were  from  ;  '(M/mcN  and  transformed  with  A, '10. 

<*e  navi!  reported  that  I-J  positive  splenic,  adherent  cells  are  necessary  for  the  in¬ 
duct  ion  «.f  suppressor  T  cells  aoainst  <te  I  aye  d-t/pe  hypersensitivity  '  DTH)  to  Bf r-  in 
,  1 1  n  .  To  avoid  the  contamination  of  T  cells  to  the  nacrnphaocs,  51.-1  cells  were 
j-.ed  instead  ot  the  splenic  adherent  cells  of  .  3h  in  this  system.  The  5L-I  cells  were 
•ired  with  normal  C3H  T  cells  and  50  yg  of  >'r'D  per  ml  and  cultured  for  4  days.  The 
r  ir, adherent  cells  were  transferred  into  cyclophosphamide- treated  f  3H  and  the  recipie¬ 
nts  were  imtiunized  tc  BCG  imrediatelv.  DTh  was  determined  ?  weeks  later  by  the  foot 
;  is  reaction  to  PPD.  The  mice  receivinp  the  cells  ‘ rom  the  culture  of  51-1  and  r  3H  T 
•  wed  significantly  suppressed  DTH  ,  while  those  reccivinn  the  cells  from  the  culture 
‘  .-1  and  C  3i  i  T  cells  did  not.  When  the  51-1  cells  were  treated  wjth  anti-I-J  and 

i  mplempnt,  the  suppression  was  eliminated.  Treatment  with  anti-!-A*  did  not  affect 
the  activity  of  51-1  in  the  induction  of  suppressor  T  cells  in  vitro.  Taken  tooether, 
positive  lined  macrophages  played  a  role  of  the  accessory  cells  in  the  induction 
■  f  suppressor  cells  against  DTh.  These  results  confirmed  the  conclusion  that  !-J 
:"Sitive  macrophaoes  are  necessary  for  the  induction  of  suppressor  T  cells  aoainst 
:•••  to  BCG. 


S6-I 


•  t  1  L  i  u.i  :n>  i.rpiNi.  n..\-.i!c  pi  mi  aphikin:  i  km.,  in  mi'kisi  iicnf  hakk'K. 

MMi-A  .  I  HAM!  KA,  H  .  K '  ’  I  Mi 'T  <  * ,  M  .  KA'  A  1  ,  M  . '  >KAB!  ,  f  .  •Ak’I'V  \H\  ,  !  .  MI  V  V.’.Ak  !  .  I  hr  Third 

nt-.ciit  i’f  lntiTii.il  Medicine,  Hokkaido  In  i  vet  s  1 1  v  school  of  Me.il.  ine,  sapporo  "MO, 

.<  ".arrow  ,11:,  1  r .  >m  KAMI/,  ••.!  .- ,  which  ••.■re  n  t  treated  ■•■  i  i  G  intl-ihv  1  ant  i  - 
'  ..  |  hi'.  .  •»:'•■}'  1  omen  t  ,  were  l  ranspl  anted  intc  lethallv  <-  1  r  t  ad  i  at .  I  i  IH/He  :ti  1 .  e  , 

>  .tier  . lit  r asp  1  on  1  c al  1  v  (l.s.i  .>r  int  ravenous  1  v  li.v.i.  Hie  p  r>>  1 ,  lived  survival  time 
Hi  lie  mice  l  runsplunted  l.s.  was  nl.  served  when  compared  the  survival  t  line  in  two 

.!■  ups.  P,  determine  whether  suppressor  ells  were  generated  in  . hlmerlc  mice,  ca¬ 

ul!  ire.i  experiments  were  set  up.  Spleen  .ells  I  rom  (H\I.K/c  -*i  IH/lie.i  l.s.  chimeras 
showed  suppressor  activities  against  both  HAI.H/.  anil  t  IH/He  Ml.K  and  KAl.H/c  anti 
PKl./ti  Mi.K,  although  spleen  .ells  from  IHA1.BG'  wcili/lie)  l.v.  chimeras  also  showed 
this  kind  of  suppressor  activities.  A<  cording  to  character  1 /at  i  < n  studies,  there 

was  no  dellnlte  ditference  between  suppressor  cells  111  l.s.  chimeras  and  that  in  / 

l.v.  ihimeras  so  far.  Ihev  were  composed  of  I  cells  and  non  I  cells,  plastic  dish 

adherent  .ells  and  non  adherent  .ells,  and  rad  lores  I st ant  cells  and  radiosensitive 

.ells.  Ihus,  It  was  suggested  that  several  kinds  ot  suppressor  cells  were  generated 

in  the  spleen  of  chimeras.  It  Is  of  Interest  to  determine  which  suppressor  cells  are 

most  important  to  induce  and  maintain  transplantation  toi.  ranee. 


r  x" 


v  J 


T ho  Ontogeny.  Phytogeny  and  Structure  of  Elements  of  I  Symposium  8 


the  Mononuclear  Phagocyte  System  I  Room  C 


I  Symposium  8  I 
Room  C  | 


45 


S8-1 


S8-2 

ON  T  OCX  N  Y  OF  MACRO  HA  Cl  CCXONY-f  ORMING  CELLS  (M-CFC).  T.  J.  MarVITTIE.  Armed 
Forres  R  ad  lots  iology  Research  Institute,  Belhesda,  MD  20814. 

Analysis  of  the  ontogeny  of  mononuclear  phagocytes  has  been  facilitated  by  the 
application  of  in  vitro  colony- forming  assays  for  granulocyte-  macrophage  (CM)  cotony- 
forming  cells  (CFC).  Detection  of  another  CFC  specif*  for  production  of  macrophages 
(M-CFC.)  prompted  us  to  investigate  the-  ontogeny  of  this  CFC  in  hemopoietic  and  lym¬ 
phoid  organs.  M-CFC  were  assayed  in  celt  suspensions  prepared  from  bone  marrow  (BM), 
spleen  (SPL).  liver  (l.iv),  peripheral  blood  (PB),  and  thymus  IT)  tissue  at  various 
times  from  fetal,  neonatal,  and  adult,  female  B6D2FI  mice.  M-CFC  and  CM-CFC  were 
detected  using  the  double  layer  agar  technique  with  pregnant  mouse  uterine  extract  as 
the  source  of  CSA.  Procjeny  of  M-CFC  were  examined  morphologic  ally  through  specific 
stains.  electron  microscopy,  presen  of  fc  receptors,  and  phagocytosis.  M-CFC  were 

detected  in  all  or<>ans  and  PB  assayed.  Fetal  and  neonatal  M-CFC  exhibited  the  same  / 

general  <  harac  t  er  1st  it  s  of  adult  t  issue- der  Ived  M-CFC.  Fetal  Tissue:  12-day  livers 
contained  large  numbers  of  M-CFCs  while  SPL,  BM,  and  PB  had  detectable  levels  at 
14  15  d.  M-CFC-  in  these  organs  Increased  slowly  through  fetal  growth.  M-CFC  content 
was  always  greater  than  that  of  (At  C.FCs  in  all  organs  assayed.  Thymic  M-CFC  were 
detected  as  early  as  14  d.  IM-CFC  content  increased  9-fold  while  no  CM-CFC  were 
detected.  Neonatal  Tissue:  M  CFC  content  of  all  organs  and  PB  mcresed  significantly 
through  the  14  d  following  birth,  with  the  exception  erf  liver,  which  showed  a  marked 
rise  through  48  hours  after  birth,  dec  reasing  to  nondetectable  levels  by  d  14.  Adult 
Tissue:  Stable  levels  of  M-CFC  were  detected  after  6  weeks  of  age.  M-CFC  content 

was  significant  I  y  greater  than  (At-CFC  In  all  hemopoietic  organs  and  PB  and  was  pres¬ 
ent  in  liver,  thymus,  lymph  nodes,  serous  cavities,  alveolar  space  and  brain  tissue. 
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l  ANGl  RHANS  Tm  DENDRITIC  CELLS  IN  THI  LYMPHNODES  Of  NIJOE  MICE.  H.UDA.S.  TANAKA, 

’ . MAKUYAMA* ,  Dept,  of  Pathology .Kagawa  Medical  School ‘Shionogi  Laboratories. 

Working  hypothesis  that  epidermal  Langerhans  cells(Lc)  originate  from  bone 
marrow, migrate  mto  the  epidermis , function  ant i gen- trapping, leave  through  dermal 
1 ymphatics, reach  regional  lymphnodes  and  present  antigen  to  I- 1 ymphocytes  has  not 
t>een  t  ontrovers l a  1  .  We  reported  absolute  increase  m  the  regional  lymphnodes  of  the 
skin  of  8ALB/C ,nu/nu  mire  electron-microscopical  1 y  and  morphometncal 1 y(J .Leukocyte 
Li,  logy  1984). This  phenomenon  may  be  accumulation  rather  than  prol i ferat ion, because 
epidermal  Lc  m  the  skin  of  nude  mice  are  normal  morphological ly  and  quantitatively. 

nude  mice  were  found  most  frequently  in  the  marginal  sinuses  and  subsequently 
•  the  paracortical  region  with  some  distance  'rom  the  postcapi  1  lary  venules. Some 
:  found  m  the  latter  were  stained  darkly  and  sustained  degenerative  changes. Lc 

•'  *  hi-  lymphnodes  have  indistinguishable  appearenre  from  i  nterdi  gi  tat  i  no  cells!  IDO 
*  the  paraiorte*  e*ept  the  existence  of  Langernans  cell  granulefLcCi)  and  however 
■  rent  trop  the  ordinary  macrophages .  lc  nave  markedly  indented  nucleus, pale 
.*  plasma, rich  parallel  f  i  1  ament  s  .numerous  cesiOe  and  not  a  few  but  small  phago- 
s  .me.  Not  infrequently  cored  tubu1e{K.obayashi  A  Hoshino)  which  are  thinner  and  bend 
■r  .  i  r  c  u  1  a  r  granule  toe,ist  with  Led  in  the  tc  of  nude  mice. They  were  found  frejuen- 
■'  the  lymphnodes  of  mice  suffered  from  contict  dermatitis.  Lt-rich  suspension 
wf'e  gained  by  light  pipetting  <  ror  the  med’um  incubated  for  l?-?4  hours  in  the 
ult.red  dish  of  lympnnode  cells  suspension  o'  nude  mice! approximately  20  cells,, 
’he,  are  weakly  adhesive  ( el  Is  and  have  a  remarkable  resemblance  to  I  DC  or  monocytes 

1  •■;*»{  -m  ’  ;  rr>V  Opl  tally. 
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TAMAKAWA,  7.  RASA  I  IMA,  I  MAI 
1 a  ’•-ly m!  a  1'nlv.  School  of  Medicine,  Yam.iyat  i,  lap. in  U*hl-.!i 

It  knows  that  tin-  terminal  r,-nt  <r  (<•('  ■  o!  lvmp'  i.-lli.  1  ,•  am  seen  often  in  tissue 
•  e.tion  of  the  various  t  hvrold  lesions,  esperlallv  aut o immune  t hvro  Id i t i s .  Immunohls- 
t  o,  her  it  a  I  1  v  the  tie  in  thvrold  was  studieii  to  elucidate  intsunolovic.il  behavior. 

I  tie  hh  huruin  spei  imens  presenting  CC  were  studied  and  t  ."spared  with  th.it  of  the 
-pP  nod,,  and.  tonsil.  In  tills  study ,  following  antibodies  were  used:  rabbit  ant  I  - 
1  u-Lin  I  yM  f'.ib'  fragment,  Iv<:  L'ab*  ’’  frayment  ,  IvA,  S-PW  protein,  t  hvro  Id -as  son  i  - 
■  •ted;  t  hv  r  oy  1  obu  1  i  n  '  T  y  ■  ,  thvrnxirie,  t  hvroxi  tte-h  lint  lny-y  lobul  in ,  thvrold  stimulating 
hormone,  .  ortip  1  ement  ‘  f  1  a'- ’  ,  t  r.iyment  ;  t'lg,  fie,  (Id,  r  lac  t  i  vat  or  ,  CS,  eg,  properdin, 

arid  monoclonal  mouse  ant  i -human  detidrltii  reticulum.  eel  I  <PRf  .  ClhR,  MR.’,  Leu  and 
( 'KT  s,-r  i  es  et  c  . 

Various  deyrer  of  positive  staining  iietween  I  yM  ,  I  yO  ,(*  l ,,  ,('  i*1 ,  PRO  and  (‘ IhK  were  obs¬ 
erved  In  larv  pattern  within  the  <'■(  of  thvrold,  similar  to  that  in  the  lymph  node  or 
tonsil.  Electron  microscopically,  Tv,  IvM,  !  y(  ,  Ctg  and  ('Id  hlnded  the  .ell  surface 
and  evt  op|  asttil  e  lahvrinth  structure  of  PR,'  in  <;C  of  thvrold. 

It  concludes  that  the  CC  of  thvrold  approx iruil e v  resemble  to  that  in  the  lvmph 
node  or  tonsil,  as  far  In  struetme  and  f  une  r  Ion.  Apart  from  ttie  euest  ic>n  wiicther  Fe 
receptor  on  the  PRC  part  ie  I  pat  e ,  it  appears  that  ’ll  the  cell  surface  and  cytoplasmic 
lahvrinth  structure,  PRC  i arrvs  out  trapping,  ret  a  In  inn  and  deyradat ion  of  lsroune 
complex,  medlatinR  some  complement  receptors,  and  plavs  a  Important  role  in  immunr 
response . 
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d*  \  *•  \ ,  pme*ot  '<  th.e  e  \  \  ipsoi  A  was  approach t ns  completion  mi  17th  dav  of  the 
:  nr  v;hat  ; -'n .  The  endot  he  1  i  a  1  .el’*.  f  the  sheath  art«*r\  connected  together  tight  I  v 
with  *  hip,>  t  complex  until  this  p«»rio<I.  Therefore,  anv  carbon  particles 

it*  Vet  cl  via  a  *  lood  vessel  In  the  veil*  sac  did  not  leak  out  from  the  sheath  arterv 
hef.-r*  ?  he  I'.TV'h't  ion  *1  sheath.  dove  1  opnent  .  '/here  were  observed  manv  granulocyte 
u  ••..*'.!  t!.«  ‘heat'  irterv  ah. Mil  lav  11  .  f  emh  rvop  i  4-  development.  However,  thev 
de  r« -as*  d  iv  nir'  n  as  the  *17  i:  sold  developed.  Certain  number  of  macrophages 
vV.ich  .*.»  ^  ost  rat  <1  :*  f  i  u  :it  nriviflts  of  acid  pi  'sphatase  and  phagocytoses  could 

:  f.-und  i :  th#*  ‘.;lieo  at  earlv  t-mhrvonal  period?!’  davs  of  the  s  n«  uhat  1  op  »  ,  when  the 

V'.'tu  marr-'w  did  not  r  »  ,n  .  Hie  ellipsoid  .  visisted  ma  i  n  1  v  of  the  ret  ionium  colls 
he**  ide  th»  sh»  at  h  arterv  and  •  ♦  ma.-rop  haves  in  its  marginal  zone.  Anv  l  vmphoev  tes 
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(^4  UlX'YIh-ffiCMJPHAGK  PHUGENITOK  CKlbS  IN  IMF.  I.I  AK  OF  HUWN  KMBRWJK. 

Y.  iJHNISHl  AM)  M.  KITAZAwft,  2nd  IXtpt .  of  Path.,  Niigata  University  School  of  Msd. 
Asahimachi-dori ,  Niigata  951,  Japan. 

The  density  of  granulocyt,»-r«crophage  progenitor  cells  (CKU-GM)  in  the  liver 
of  34  hLirwn  eirijr yos  and  10  fetuses  was  examined  by  in  vitro  colony  assay.  The  cell 
sisjjension  to  culture  was  produced  from  the  v^xile  hepatic  cells.  diFs  were  human 
placental  conditioned  mtdium  (HPCM)  and  human  leucocyte  phytohemagglutinin 
s  r  l  mu  la-  ed  conditioned  medium  (PHA-iCM).  The  culture  was  perform'd  by  the  modified 
method  by  Pike  f>  Hobinson.  After  one  week,  the  xhole  cultured  agar-gel  was  fixed, 
and  s  lined  on  slide  glass  by  ftey-GiemBa,  naphthol  ASD  chloruacetate  esterase, 
iljiha  naphthyl  butyrate  esterase,  and  those  double  esterase  stain.  Colonies  were 
classified  as  granulocyte  colony  (G  colony),  macrophage  colony  (M  colony),  and 
granuhx.-yte  macrophage  mixed  (xilony  (G^colony). 

The  total  average  of  CKU-GM  '  2x10  vrfxule  hepatic  cells  was  counted  21.5  by 
HP 'M  ar»i  21.1  by  PHA-UJM.  The  number  of  CKU-GM  sfiowed  high  titer  in  7  weeks  of 
menstrual  age,  but  duiunution  in  8  weeks  and  then  almost  constants;  in  low  titer.  On 
closer  examination,  CKU-GM  appeared  in  snail  number  at  0  day  in  7  weeks  of 
menstrual  age  ( cor resjjondi ng  to  35  days  of  embryonal  age),  increased  at  2  days 
’ruwn-r tup  length  9.5nm,  corresponding  to  37  days)  and  slwwed  ruxinwm  titer  at  5 
'lays  (corresponding  to  40  days).  The  rate  of  the  M  colony  predcnunated  in  the 
oar  lier  st a<j«>,  but  it  decreased  during  tfie  advantage  of  embryonal  age  and  G  colony 
turned  to  pr>_*dununant  in  the  later  stage  in  the  system  using  HPCM.  Using  PHA-ICM, 
proportion  of  tlie  M  colony  predcmi  nated  in  every  stag*-*!,  but  its  of  G  colony  showed 
a  tendency  to  l  nrrease  gradually. 
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DFVFl.OPMBfT  AND  MATURATION  OF  FETAI  RAT  MACROPHAGES  IS  ONTOGENESIS.  K.  TAKAHAS'U  . 

M.  SAITO,  E.  YAMAMTRA,  N.  Sl'EYOSHI.  Second  Department  of  Pathology,  Kumamoto 
University  Medical  School,  Kumamoto  860. 

Fetal  rat  macrophages  were  fine  structurally  characterized  bv  abundant  polyribo¬ 
somes,  var  lab  le-s  1  red  vacuoles,  lvsosomes,  a  small  number  of  rough  endoplasmic  retl- 
.ula  and  long  fllopodla.  The  macrophages  bore  Fc  receptor  and  complement  (C3)  recep¬ 
tor  -n  their  cell  surface,  were  capable  of  Immune  phagocytosis  and  possessed  ability 
to  adhere  to  foreign  body  surfaces.  These  cells  began  to  appear  in  the  liver  nnlage, 
suhopidermal  mesenchyme,  brain  and  other  tissues  from  approximate! v  13  davs  of  gesta¬ 
tion,  had  a  high  mitotic  activity,  particularly  In  the  earlv  fetal  period,  and  were 
gradually  matured  with  the  lapse  of  gestation,  showing  increased  numbers  of  lysosomal 
. -mponent s,  decrease  !n  amount  of  polyribosomes  and  t ransf ormat Ion  Into  an  ameboid 
.*•!!.  In  hepatic  hematopoiesis,  such  macrophages  proliferated  vigorously,  showed 
endogenous  peroxidase  activity  In  rough  endoplaamlc  reticula  and  nuclear  envelope 
from  about  16  days  of  gestation  and  were  matured  and  transformed  Into  Kupffer  cells 
when  gestation  ended.  In  the  subeplderwal  mesenchvme ,  fetal  macrophages  proliferated 
n  tablv  In  the  earlv  fetal  period  and  were  also  matured  and  transformed  into  hlstlo- 
. vtes.  Su. h  maturation  processes  of  the  fetal  macrophages  obviously  differ  from 
those  of  monocvtlr  cell  lineage.  In  peripheral  blood,  similar  macrophages  were  found. 
Thus,  hepatic  hematopoiesis  is  regarded  as  a  mafor  source  of  supplying  macrophages  to 
various  tissues  prior  to  the  initiation  of  bone  marrow  hematopoiesis.  Furthermore , 
development  of  fetal  macrophages  was  demonstrated  In  blood  Islands  of  volk  sac  hema¬ 
topoiesis,  and  similar  macrophages  were  observed  in  blood  capillaries  of  the  sub- 
epidermal  mesenchvme  prior  to  the  beginning  of  hepatic  hematopoiesis. 
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AM  IM  NIC  AM'  AMINO  AC II)  SI  IJFKSCF  HOMOLOGY  BFTWKFN  HTI.V  AND  IIII  RKTROVfRl'S  C.VVIU.OI’I- 
i’KO  IMS  pi  St  .  (.lane  lo  1  o,  T.  I’alkcr,  H .  Klpnls,  B.  Haynes,  and  R.  Snyderman . 

Howard  Hughes  Med.  Inst.,  Duke  I'nlv.  Med.  Ctr.,  Durham,  N.C.  277  10,  CSA. 

The  t r ansmembr ane  retrovirus  envelope  protein  pl5F  has  been  shown  bv  both  serolog- 
iiul  analysis  and  amino  acid  sequencing  to  be  well  conserved  In  retroviral  evolution. 
We  have  previously  shown  that  murine  retroviral  p)3F.  inhibits  the  accumulation  of 
murine  macrophages  to  inflammatory  f o<  i  In  vivo  and  the  responses  of  tinman  monocytes 
to  ehemotactic  stimuli  in  vitro.  Others  have  found  that  feline  pi  r>F  inhibits  tumor 
immunity  in  cats  and  the  In  vitro  hlastogenic  responses  of  both  feline  and  human 
1 vmphoc vt es ,  perhaps  bv  blocking  Inter leukin-2  production.  We  therefore  sought  to 
determine  it  the  immunosuppressive  human  T— cell  leukemia- lymphoma  retrovirus,  HIT.V], 
shares  antigenic  homology  with  pl3F.  A  highly  specific  rabbit  antiserum  to  pi  5  K  was 
prepared  using  affinity-purified  Rauscher  leukemia  virus  pi  a  K  antigen.  With  this 
antiserum,  we  examined  detergent-disrupted  HTI.V j  and  envelope-enriched  preparations 
of  HTI.V,  bv  1)  insnunoprec  i  pi  t  at  ion  of  1  •-■’I -labeled  viral  proteins  by  antibody  and 
S t aph .  A.  followed  bv  SDS-l’AGK  and  2)  SDS-I’AGK.  of  viral  proteins  followed  bv  western 
blotting  and  Incubation  with  antibody  and  1  - -*1 -protein  A.  Rabbit  anti-pl3F  recog¬ 
nized  both  sh  Kd  and  61  Kd  proteins  thought  to  be  associated  with  the  HTI.V [  envelope. 
Furthermore,  comparison  of  the  published  amino  acid  sequences  of  the  HTI.V j  envelope 
and  both  murine  and  feline  pi  b  K  bv  the  I’KOTHOM  computer  program  revealed  a  sequence 
of  26  amino  acids  which  contains  a  significant  amount  of  homology  (712).  These  data 
suggest  that  a  pIM-like  component  of  the  HTI.V  envelope  could,  in  part,  be  responsi¬ 
ble  for  the  lniminosuppress  ion  accompanying  diseases  associated  with  infections  bv 
the  f.u-iilv  of  HTI.V  viruses. 
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MACHOPHA&t:,  AND  TUMOUR  8IOLOCY  D.S  NELSON  KolUtKj  Institute,  RNSW,  St  Laonords,  NSW,  Wj,  Au-iUcUu 

Act  lvatcd  nutcrojihayo:. ,  capable  ot  r'xvjttUinij  and  select  l'-'ciy 
■■it:  tiuyirni  t  aiiiuut  ceil:. ,  ait  probably  did  iveied  to  sites  ol 
tiiit.uur  cell  dipuMt  lull  in  vivu  by  reactions,  similar  to  tliose 
.  •!  de layed-t ypo  hypersensitivity  (UTii).  >lu_r  opnayes  can  also 
destroy  tuniuui  cell:,  by  ant  1 body -dependent  cell-mediated  cytoXicity. 

In  tne  absence  ..1  antibody,  hoiin.d  wen.  phages  can ,  nowevei  , 
potentiate  turnout  >ji  uwt:  .  Witi.  o'  i*cjU.iuc  ol  mouse  tumours 
and  mouse  j.ei  itoheul  ismci  .phages  t  ni:  wa:>  .Sown  by  mea sur  ing 
t  i  it  latcd  t  ny::i  itl  l  ni  liicoi  |.oiat  It.ii,  '^t>lbdK  inCol  pur  at  Ion  and 
Cell  numbers  an<:  by  flow  cytometry.  r»t  nm.  lat  ion  ol  turnout  cell 
proliferation  te  juired  ceil  ct  ntact  and  was  inhibited  by  trasylol 
and  dexaRivtiianoiie.  Tin  susceptibility  ol  cultured  tunioji  cells 
ti.  stimulation  ear  led  cyclically. 

un  tne  otner  nun:,  tuisour;.  ns  i/  evade  lnjnunolo  J  ica  1  attack 
by  producing  s.  ruble  tact,  is  tnat  mnibit  U'lil.  Inunuii  izat  lot* 

.  l  mice  wit  1 ;  phchol-sa  1  Hie  extracts  ct  tumours  was  found  to 
Ci.nl  er  resistance  to  tne  depression  ol  Lrl'il  and  partial  resistance 
tj  tne  growth  ot  cnaliengi  tumours.  i'ne  factor  a  responsible 
appeal  to  snare  Some  determinants  witn  a  retrovirus  structural 
pr  otem. 
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THE  ORIGIN  OF  GAUCHER  CELLS  AND  ULTRASTRUCTURAL  COMPOSITION  OF  THEIR 
STORED  MATERIAL.  M.  NAITO,  K.  T  A  K  AH  ASH  I ,  H.  HOJO,  H,  JINNOUCHI.  2nd 
Department  of  Pathology,  Kumamoto  University  Medical  School,  Kumamoto,  and  1st 
Department  of  Pathology.  Fukushima  Medical  College,  Fukushima,  Japan. 

Gaucher  cells  are  considered  to  be  a  cytologically  transformed  macrophage  with 
mtralysosomal  accumulation  of  tubular  structures,  because  they  were  proved  to  bear  Fc 
and  complement  ( C 3)  receptors  on  the  cell  surface  and  to  be  capable  of  immune  phago 
cytosis.  High  resolution  electron  microscopy  in  negatively  stained  preparations  and 
freeze  fracture  replicas  revealed  that  the  tubular  structures  consisted  of  gently  twisted 
or  straight  multilayers.  Glucocerebroside  biochemically  extracted  and  purified  from 
surgically  removed  spleens  from  patients  with  Caucher  disease  showed  similar  layered 
appearances.  These  findings  suggest  that  the  tubular  structures  are  composed  of 
glucocerebroside  molecules  and  are  formed  by  accumulating  the  molecules  in  the  form  of 
flat  layers. 

For  the  purpose  of  clarifying  the  origin  of  Caucher  cells,  blood  monocytes  from  a 
Caucher  patient  and  control  subjects  were  cultured  and  examined  electron  microscopi 
cally.  The  monocytes  from  the  patient  and  controls  transformed  gradually  into  macro 
phages  when  cultured  in  the  medium  containing  10%  horse  serum  and  in  the  medium 
saturated  with  glucocerebroside.  Within  a  couple  of  days  after  phagocytosis  of  heat 
denaturated  human  erythrocytes,  a  small  amount  of  tubular  structures  are  found  to  be 
developed  in  phagolysosomes  of  Caucher  monocytes,  but  no  tubular  structures  ap 
peared  in  any  control  monocytes.  After  ingestion  of  tubular  structures  purified  from 
the  spleen  of  Caucher  patients,  both  the  Caucher  and  control  monocytes  transformed 
into  Caucher  cells. 
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!i  ARAi'TFR  I  7.  AT  1  ON  OF  FOAM  CEII.S  AMD  PARTICIPATION  OF  MACROPHAGES  IN  ATHEROGENES  I  S . 
f.  T0M1TA.  K.  TAKAHASH1  .  M.  NAITO.  S_._  FUKIDA^  Second  Department  . » f  Pathology, 

Kr.-.tr't.  Vnivorsitv  Medical  School  ,  Kumamoto  860. 

!  rder  to  elucidate  the  cvtologlcal  characters  and  origin  of  foam  cells  In 
at  hi  a  occurs i s ,  the  aortic  lesions  of  cholesterol- fed  rabbits  and  Watanaho  hereditary 
1  r  1 1  t'cr.l  i  rabbits  (RUHR)  were  investigated  ul  t  ras  t  rue  t  ur  a  1  1  v  and  tmnunocy  tochem- 
;  i’.’.v.  Arc  nc  the  foam  cells  In  the  lesions,  two  n").>r  cell  populations  were  distin- 
c ■ ;  i  died.  One  was  proved  bv  resetting  assays  to  bear  Fc  receptor  and/or  complement 
o  •>  ii  .  i-pt  -r  on  the  cell  surface  and  to  he  capable  of  imr, title  phagocytosis,  whereas 
!•  tlier  was  positively  stained  with  peroxidase-ant  {peroxidase  method  for  desmin,  the 
1:  •  or  mediate  filament  tvpo  specific  for  muscle  cells.  The  fonaer  is  considered  tt'  be 
•  a~v  sa,  rophag.es,  and  the  latter  is  presumed  to  be  derived  from  smooth  muscle  cells, 
t  he  earl v  stage  of  at herocenes i s ,  blood  monocytes  were  observed  to  enter  the 

■  it  i,  lc-i  ms  and  foamy  macrophages  were  found  frequently  in  the  intima,  while  foam 

■  ttac.sf  rn.it  ion  o|  smooth  muscle  cells  predominated  in  the  advanced  stage  and  the 
i  list  rmed  .ells  disclosed  characteristics  of  macrophages  to  a  certain  extent.  In 

.  :  ‘it  i  f, ,  n  -n- rose  t  ted  and  desmln-negat  lve  foam  cells  were  present,  though  a  minor 
cl  ;i  ‘h.ihlv  heterogeneous  population.  As  for  lipid  storage  of  foamy  macrophages, 

■  •  id  v.ii  u-  les  with  or  without  limiting  membrane,  mvelln-like  bodies,  cholesterol 
r-.-. t.ils  and  cer.  id-like  granules  were  distinguished,  and  ingestion,  lysosomal  di- 
,-i  ti  n  and  processing  of  1  DI  and  accumulation  of  the  lipids  in  the  foam  cells  were 
!«■-  r  strafed  hv  the  electron  immunoc .  ytochemlcal  method,  using  a  peroxidase- 1  abe  led 
1  !‘T  antibody.  Removal  and  digestion  of  the  lipids  in  atheromatous  lesions  are  thus 
•.!.  ugl.l  t  he  the  pricipal  role  of  macrophages  during  utherogoncs is . 
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product  i<>n  id  nniimvic  derived  macrophage  I  rom  coll  upon 


I  ii  imi  (bn  hi*,  T:ik:io  Kikuehi**,  Ki  n  Okuno**  and  Notiuo  Nomura*** 

•  I  a  p  t  .  o  I  Clin.  \  lab.  Mc<| .  ,  Tohnku  I  n  i  v  .  Sch  .  M< -cl .  , 

•*  linn)  l»i  pi.  ol  Ini.  Moil.,  Tohoku  I  niv,  Sch.  Med.,  Sendai,  .Japan 
*  *  *  I  a  p  t  .  "I  1  n  i  .  Mi  d  .  ,  1  wa  i  Hospital,  Ii  hinuscki  ,  .Japan 

i  i .  ,  \a!u:iii  i  In  rtili-  ol  monocvlc  and  mai  rophapi’  svsti-m  in  the  putho- 
pi’s  i  •.  of  loliai’cn  d  i  eases,  superoxide  product  ion  of  blood  monocyte 
.!•  nvi  I  ma.  ropharo  I  rom  collagen  diseases  won-  studied.  Blood  mono- 
.  ’i  s  ;  i \t  d  or,  plastic  dish  m  r'1  cultured  in  tin-  sorum  tree  media 
Kill  xo..p  lor  II  da’.:  .  on  da\  B ,  superosidi’  production  of  monocyte 
cultured  in  I.ipli  MINI  lent  ;i  in  i  nt!  cytochrome  (  with  or  without  I’MA 
i  -  i  hour:  weti  mcasund.  Superoxide  product  ion  ol  monocyte  derived 
r.ac  roph,.’u;i  iron:  SI  1  in  si  was  2 .  f»  limes  (without  I’MA,  2  hours  ol 
;  I,.  „!  a  t  i  i  >n  1  and  l.o  times  (with  PMA ,  2  hours  ol  incubation)  more  than 
i  enrol,  (it  hit*  collagen  diseases  such  as  It  A ,  polymyositis,  1’N , 
bi  In  i  t  C  diseasi  showed  also  increased  superoxide  product  ion  ol  mono- 
i  \  ti’  derived  mat  rophace.  These  data  surest  that  the  monocyte  derived 
macrophage  Iron,  ml  lapn  diseases  are  activated  in  vivo  t.o  produce 
at.d  secri  !•  rnori  uperoxide  than  control.  Comparative  studies  ol 
f  bi  i  ■  data  a  i’d  nth'  r  I  a  be  ra  t  or  *.  data  will  be  discussed. 
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IMPAIR!  !I  AOHi  RENT  OKI. I  Kt'NCTION  IN  SODUM  I’F.RIODATE  (NalO,  )  ACTIVATION  OK  KONONCCUAK 
in:  I  MM  KKuM  I’AT  I KNTS  WITH  SYSTKMIC  M  ITS  ERYTHEMATOSUS  (SIR).  K.  I.OMN1TZER, 

K.  i'HIl!  It'S,  A.R.  KAHSON,  Immunology  Department,  South  African  Institute  for  Medical 
Research,  School  ot  Pathology,  University  of  the  Wi twatersrand . 

irc.itncnt  of  normal  tinman  mononuclear  cells  (MN)  with  NalO  (0°  JO  minutes) 

>4  ) 

ii  suits  in  lvmphocvte  b 1  as t ogenes t s  which  is  assessed  by  measuring  H-thymidme 
i  in  .  ■  r  p.  ■  r  at  i  on  hv  the  activated  ce.ls,  Salt),  induced  MN  cell  activation  involves  an 
1  ii.ii.'tv  macrophage-  1  vmphocvte  interaction.  When  the  react  ivi  t  v  of  MN  cells  from 
S:  patients  to  NalO  was  investigated  it  has  been  found  to  be  grossly  impaired.  In 
iiiei  to  establish  t  fie  rellul  ar  nature  of  this  impairment  we  performed  experiments 
in  which  adherent  cells  from  normal  donors  were  mixed  with  non-adherent  cells  from 
.  I  i  patients  and  vice  versa.  Reconstitution  of  patients’  lymphocytes  with  normal 
adherent  cells  resulted  in  a  normal  response  to  NalO,  while  adding  patients’ 
adherent  cells  to  normal  lymphocytes  caused  a  great  reduction  in  the  response  to 
’.ulo  .  These  results  suggest  that  the  impaired  reaction  of  SEE  MN  cells  to  NalO, 
is  due  ti.  an  adherent  cell  dysfunction.  In  order  to  further  define  this  dysfunction 
we  added  1’MA  (phorbol  mvristate  acetate)  or  I1.-2  containing  supernatants,  to 
patients’  MN  cells.  In  both  cases  correction  of  NalO,  response  to  normal  levels 
incurred.  Addition  of  II. -1  supernatants,  however,  onty  partially  restored  the 
Sain  reaction.  Our  results  taken  together  suggest  that  a  defect  in  the  accessory 
tutu  Mon  of  adherent  cells  and  a  related  or  separate  defect  in  11.-2  production  are 
responsible  for  the  impaired  reaction  of  SEE  MN  cells  to  NalO^. 
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Tht  (ttiits  nt  irnmuno  ail  j  tiv;i  n  t  s  mi  plasma  f  itiruncct  in 

I  a kan  K  t  k  u  i  •  ti  l  *  ,  K  i  •  n  <  >k  a  n«  >•  ,  1  1 1  ■  t  su  <  )m  ■  h  l  *  *  and  Ni  >horu  .Suzuki*** 

*  1  hi  rd  I  a  ■  p  t  .  ni  1  ti  t  .  Mid.,  Ti  dioku  In  i  v  .  Si  h  .  Mt-d  .  ,  Sendai,  .Japan 
**  l'ej't  .  i  >  I  i  1  l  ti .  \  I  ali.  Med.,  Tohoku  I  n  i  v ,  Sell.  Med.,  Sendai,  Japan 

***  IMS',  el  Hast  rnent  .  ,  Issatekenrit.su  Chun  Hospital,  Mnrinka,  Japan 

1  i  Hr  i  tner  t  i  n  is  a  li  i  ith  molecular  weight  g  1  ycop  ro  t  e  i  n  .  It  occurs  in  an 
insoluble  torn;  called  as  cellular  libronoctin  and  a  soluble  form 
tailed  as  plasma  I  t  hr.  uses  t  l  n  .  Plasma  I  throned  in  (  PKN  )  ,  as  an  opsonic 
protein,  modulate-,  reticuloendothelial  phagocytic  (unction.  It  is 
i  up  pi  a.  t  ed  that  ctianpi  o  I  1 1 K  N  is  related  to  reticuloendothelial  sy  s  t  em 
and  various,  immune  -  vstem.  Tht  present  study  was  undertaken  to  examine 
i  In  change  ot  PKN  l  \  udmiim.i  nil  mn  of  immune  adjuvants  to  mice  intra- 
per i t onea 1  1 \  .  Puri  I  lid  libronoctin  was  obtained  I rom  pooled  mouse 
plasma  Is  altmitv  c  h  n  >ma  t  ou  ra  ph\  on  a  nclat  ln-Scphnrose  -115.  Antiserum 
"I  mouse  IN  was  prepared  by  immunization  ot  rabbits.  PKN  concentration 
was  est  imatid  by  laurel l's  e I ec t ro immuno  assay.  PKN  increased  in  aped 
mouse  but  no  difference  between  strain  and  sex  was  observed.  PKN  value 
was  alignment  ed  by  IPS,  MPP,  Kent  man  and  SPG.  Phagocytic  function  of 
peritonea)  exudate  sells  induced  by  Kent  man  and  SPG  was  increased 
than  resident  sells.  Our  data  suggest  that  increased  PKN  value  was 
associate  d  t  < .  act  i  v;i  t  ion  of  macrophage. 
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PRODUCTION  OF  IMF  LYMPHOCYTE  STIMULATING  FACTOR  RY  POLYMORPHONUCLEAR  LEUKOCYTES. 

F . GOTO,  M.  YOSHINAGA. 

Department  of  Inrnunopatholoqy ,  Kumamoto  University  Medical  School,  Kumamoto  860, Japan 
A  lymphocyte  stimulating  factor  was  found  in  cell-free  exudate  fluid  in  an  early 
stage  (3-9  hrs)  of  a  casei n- i nduced  peritoneal  inf  1  amatory  site.  The  major  cell 
population  of  these  early  peritoneal  exudate  cells  was  polymorphonuclear  leukocytes 
(PMN).  The  early  PMN  were  highly  purified  on  a  density  gradient  by  Percoll.  The 
purified  PMN  (99-99.99  )  were  found  to  have  a  lymphocyte  stimulating  factor  in  their 
cytoplasm  and  released  it  on  the  appropriate  stimula* :ons  in  vitro,  such  as  kaolin, 
staphylococci,  aluminum  hydroxide  and  chemotactic  ,  pt’de,  but  not  on  stimulation 
with  polystylene  beads,  formal  ini,zed  sheep  erythrocytes,  muramyl  dipeptide  or  lipo- 
polysaccharide  of  E.  coli  (EPS).  The  blood  PMN  did  not  nave  the  factor  in  their 
cytoplasm,  but  could  be  triggered  to  have  it  by  stimulations  such  as  shaking  incuba¬ 
tion,  calcium  ionophore  or  LPS.  This  induction  process  of  the  active  factor  produc¬ 
tion  by  blood  PMN  was  dependent  on  the  incubation  time,  temperature,  and  protein 
synthesis  by  the  PMN.  The  active  factor  produced  in  the  blood  PMN  could  be  released 
into  the  culture  medium  by  the  same  stimulations  as  used  for  the  inflammatory  exu¬ 
date  PMN.  The  active  factor  in  the  PMN  cytoplasm  was  similar  in  its  physicochemical 
natures  to  the  released  PMN  factor.  This  active  factor  was  bioloqically  similar  to 
interleukin  1  because  of  its  ability  to  induce  the  production  of  interleukin  2  (IL  2) 
for  a  subclone  of  EL-4  cells  without  any  aid  of  lectin  stimulation.  It  also  induced 
the  IL  2  production  for  peanut-agglutinin-receptor  negative  thymocytes,  or  Lyt  1  T 
cells  when  they  were  stimulated  with  lectin  or  alloantigen. 


511-2 

Phi  mm:  '•!  I A  IN  Pi'I.YMOKPlioN'.'1  LEAK  LirKuCYT!::;  Mi  il.lKiVl.ANr  t  K  .  K.uMI  YAMA,  l.MHK", 
'.ML:  JhCKY.  Vniversit  v  "!  Alabama  in  ii  i  rr;  inghum ,  It  Irmingham,  AI.  'Y.."i4, 

i'l  ■  1  -T  jilu  'mu  I  ea  r  i  PMN  J  leukocvtcs  express  surface  receptors  tor  t  he  Li  0  IgA. 
«it:.  the  use  i  immunofluorescence,  Immunoe  lei  t  roll  sic  ruscopv,  gel  chromatography,  e- 
lectrophercsls  .uni  various  rad  io  i  s  Hope  t  e,  im  igues ,  we  determined  levels  and  charac¬ 
ter  i  /ed  the  molecular  properties  of  intracellular  1  ,;A  in  PMN  from  normal  Individuals 
aid  patients  with  alcoholic  cirrhosis  or  1  g A  r.,i-inr:.i,  (ell  Ivsutes  ol  PMN  from  cir- 
rhotii  and  myeloma  patients  contained  higher  level  .  ol  1  g,\  than  normal  subjects,  in 
a  >  c  o  r  dam  e  with  higher  serum  levels  of  1  p.\  in  these  patients.  IgA  in  cell  lysates  ot 
PUN  I  mgr.  ,  1  r  l  hot  ic  patients  occured  predom  1  nan  1 1  •'  In  a  monomeric  form,  while  tliat  of 
:i" rival  sublet  ts  was  mostly  polymeric,  as  demonstrated  by  electrophoretic  mobility  ot 
IgA  In  .vlc.  gels,  presence  of  I  chain  and  the  ability  to  bind  secretory  component.  In 
‘  ■ml  fast  to  plasma  cells,  IgA  of  both  subi  lasses  was  detected  in  PMN.  On  incubation 
with  PMN,  polymeric  IgAl,  IgAd  or  secretory  IgA  proteins  were  internalized  more  effi- 
c  ientiy  than  monomeric  IgA.  When  PMN  from  norma'  individuals  were  incubated  with  sera 
or  Pi.f.  precipltable  immune  complexes  from  cirrhotics,  IgA  was  found  within  vesicles 
"f  the  PMN.  The  Intracellular  uptake  ot  IgA  was  not  species  specific,  because  human 
PMN  Internalized  human  as  well  as  mouse  IgA.  PMN  have  the  ability  to  Internalize  IgA 
and  IgA-eonta  tiling  Immune  complexes,  and  may  be  Involved  in  the  catabolism  of  IgA, 
particularly  when  the  normal  pathway  of  removal  <>,  IgA  is  impaired  t  Supported  by 
Al  10654). 
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ALTERATIONS  IN  GRANULOCYTE  <C.)  FUNCTION  WITH  CITRATE  SOLUBLE  f  CS  j  ANL  INSOLL'BLL  (Cl  / 
NUTiROrATHIC  IMMUNE  COMPLEXES  f  ICi.  J.  RILEY,  0.  BOCK,  T.  PHILLlPSj  C.  SMITH, 

L- .  r.Ai  'K  Children’s  Hospital  National  Medical  Center  and  George  Washington  Univer¬ 
sity  School  of  Medicine,  Washington,  LC  2 f j ■' j  1  ( j . 

Fooled  rub  oil  precipitating  ant lova lbun in-oval  bun  I n  I-C  were  fractionated  bv 
solubility  in  citrate  buffer  (pH  A.T,  ionic  st .  O.dC)  and  were  studied  in  vivo  by 
their  glumerular  deposition  after  IV  injection  in  rats  and  In  vitro  by  their  effects 
on  aggregation  (Agg),  adherence  to  glass  (Adi  and  generation  of  chemlluminesc.  ern  e 
loheni*.  The  lS  !-C  localized  In  the  capillary  wall  and  paramesangial  area  while 
the  i’  i-C  localized  In  the  central  mesangium.  In  the  absence  uf  serum,  addition  of 
CS  i-c  to  C  stimulated  C-Agg  and  cheml  without  affecting  0-Ad.  With  the  addition  of 
serum,  CS  I -c  produced  a  further  SOL  increase  in  <>-Agg  (p(Q.00U  and  rhetnl  (p(0.0j) 
while  Inhibiting  f.-Ad  by  2 L.  (p(  U.vOl).  In  contrast.  LI  I-C  in  the  absence  of 
serum  had  no  effect  on  these  parameters.  With  the  addition  of  serum,  C-^gg  was 
Inhibited,  c-Ad  reduced  by  'll  .,  and  chemi  unchanged.  The  difference  in  Inhibition 
of  C-Ad  by  cl  and  C  I-C  In  serum  was  significant  at  p<,0.001.  In  spite  of  the 
different  In  vivo  localization  and  in  vitro  effect  on  C  function,  the  Cl  and  CS  !-C 
were  Immunochemical ly  identical  by  uit rased iment at  ion ,  complement  fixation.  Iso¬ 
electric  focusing  and  component  analysis.  We  conclude  from  these  data  that  I-C  of 
differing  citrate  solubilities  have  different  pathophysiologic  effects  both  in  vivo 
and  in  vitro.  Studies  of  differential  kinetic-  of  Kc  receptor  binding,  IgC  subclass, 
reimplement  component  interaction  and  platelet  activation  are  ongoing  to  investigate 
t  'cue  <i  if  i  e  telle  es  . 
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PmA  i1  .1  Y  ,  i i 1  '.>1  i  •'  i  A  !  'it  .  TAViN  *0  .  f  ASt  u  t  f  nA  l-.ATtLt.lS.  •' ,  dAf  AMo 1  . . 

irti’HMif  u*  Pathology ,  «.n  Medical  -  .allege,  waMyama  Lit/,  bde  ,  Japan. 

I'a-  ot*o,  »  of  ’.iiteitt  r  e  I  e  i  ,  e  ;  r..d„;.  ’  ,  !>:i  r  •  Or:  neutrophilic  p.M-p.  ,  1 1  . 
u  1 1  v  1 1  /  wi  .  investigated.  R»*l.  ise  ree  f  4  on  from  washed  Human  platelets  wa-> 
induced  by  a  nigh  speed  centri  f  ug/f  ion  in  a  glass  tube.  Human  neutropnils  were 
separated  f  ron  -lepar  i  n  t  /ed  blood  by  j  d  i  >c«»nt  inu'-vs  density  gradient  method  in 
<*nu  n  cautior.s  were  taken  against  platelet  oritami  nation  and  re.  ease.  Pnagoc  ytu 
activity  if  neutrophils  attached  on  j  Lotto:::  of  microplate  well  was  assessed  after 
treatment  with  PRPr  or  other  tes-  materials.  I  go  sensitized  sheep  erythrocytes 
.'.G-fA:  and  complement  coated  lgM-ser  siti/ed  sheep  erythrocytes  (IgM-EAC.)  were 
r'.ed  for  parti,  les  to  Pe  ingested. 

Phagocytosis  of  both  Igf.-tA  and  IgU-lAi  py  neutrophils  increased  2  to  1  times 
'•*  control  value',  after'  treatment  wits  t’Ri  r .  ill  traf  1 1  tration  analysis  of  PRPr 
revealed  existences  of  two  different  groups  of  Igli-tA  phagocytosis  stimulators.  / 

ne  was  a  mac romolecul ir  substance  larger  tnan  lu  dal  tons,  the  release  of  which 
was  not  inhibited  hy  indomethai  in.  Toe  other  wjs  low  molecular  weight  lipid 
smaller  than  sDC  dal  tons.  Direct  e>po‘.ure  of  neutrophils  with  TxG.,  PU  ,  arid 
IM.  enriaru  ed  the  neutrophilic  pfia-jucytir.  activity  of  IgG-LA. 

Phagocytosis  of  IgM-lAL  was  elevated  by  the  low  molecular  weight  substance  in 
PRPr  wnnn  was  inactivated  t> y  apyrase.  Direct  exposure  of  neutropnils  witn  AjP 
and/or  A1P  resulted  in  increased  pnugocytos l s  of  IgM-EAC. 

It  was  suggested  that  platelets  enhance  phagocytosis  of  IgG-EA  and  IgK-tAC  by 
actions  of  different  sui. stances  included  in  PRPr. 
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.'•u|>|)i  »v:r,i  V'1  (‘I  f  (M*t  s  ol  nicot  inf'  on  t  hr  del  <‘nsr  function  of  Jiuntan 
|  k>  I  ymorphomuM  cvir  leukocytes  in  vitro 
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UMOKIlIJAL  CAI'ACi  TV  OF  ARTI  FICiALLY  ACT  I  VATtb  MURI.NL  MACROPHAGES.  A 

Bass ,  G.R.  Atkinson,  C.L.  Glack  A.M.  Harvey .  Winston-Salem  state  University, 

Wins  ton'- Taler-,  Corin’ Carolina  7/HO 

Po lymer-  •,  *  <;i ^taraldehyde  spontaneous ly  generated  in  aqueous  solution  at  7.1? 
«t-re  oojii'.  to  trie  surface  of  syngeneic  erythrocytes  collected  front  C57BL/6J  and  from 
SJL/J  nice,  detailed  studies  of  the  interaction  of  macrophages  collected  without  in¬ 
ducement  from  the  peritonea!  cavity,  alveolar  lavage  fluids,  or  macrophages  released 
from  lung  fragments  t>y  trypsin  digestion  with  the  appropriate  gl utara  1  dehyde -trea ted 
syngeneic  erythrocy tes  (G-red  cells)  were  made.  Rosette  formation  with,  and  phagocy¬ 
tosis  of  G-red  cells  by  macrophages  from  each  anatomical  site  were  confirmed  by  both 
scanning  and  transmission  electron  microscopy.  The  extensive  degree  of  phagocytosis 
:.;y  macrophages  seen  by  transmission  electron  microscopy  and  the  cytoplasmic  bridging 
between  such  macropnages  and  lymphocytes  that  contaminated  our  macrophage  samples 
(uy  3-  to  7“ )  suggested  that  the  interacting  macrophages  might  be  activated.  As  an 
index  of  activation,  we  tested  the  ability  of  macrophages  previously  incubated  with 
G-red  cells  to  kill  non-altered  allogeneic  tumor  cells.  We  found  that  such  macro¬ 
phages  were  able  to  kill  mouse  sarcoma  180  and  SV-40  virus  transformed  kidney  cells 
{ TC.MK-1 )  .  killing  of  the  tumor  cells  did  not  require  macrophage  -  tumor  cell  contact. 
Growth  of  steroid  secreting  adrenal  tumor  cells  (Y-l)  appeared  to  be  enhanced  by 
a  substance(s)  secreted  by  macrophages  that  had  previously  ingested  G-red  cells. 

The  experimental  controls  were  1)  macrophages  previously  incubated  without  red  cells, 

2)  macrophages  previously  incubated  with  freshly  collected  syngeneic  red  cells, 

3)  G-cells  only,  and  4)  tumor  cells  only. 
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ANTIMICROBIAL  ACTIVITY  at  tuftsin,  an  immunomodulating  peptide  hormone. 

D./.J.  (HU,  G.  i  OPE  2-8E8E  STEIN,  R.L.  HOPPER,  M.M.  ROMSOAHL .  The  Uni 
System  r .infer  Cento*',  m.  0.  Anderson  Hospital  &  Tumor  Institute,  Houston,  TX  77030. 

s’s.A. 

Tuftsin  ' ihr-c ys-Pro- Arq )  is  a  natura 1 1 y-occurr i ng  hormone- 1 i ke  pept ide  presumab ly 
Teased  from  leuknphilir  igG  by  the  action  of  two  enzymes,  a  protease  on  leukocyte 
membrane  ana  a  splenic  tuftsin  endocarboxypept idase  (Nishioka  et  a_[.  Biochem  Biophys 
Res  Common  A 7 : 1 7 ? ,  1H72).  The  absence  of  the  latter  enzyme  may  relate  to  reduced 
levels  of  tuftsin  in  sp lener tom l zed  hosts.  In  addition  to  the  stimulation  of  phago- 
>t  ■  •  by  neutrophils  and  macrophages,  we  have  demonstrated  that  tuftsin  binds  speci- 
fic  ’-eceptors  on  monocyte-macrophages,  neutrophils  and  NK  cells,  and  enhances  their 
cytotoxicities  aqainst  tumor  cells.  Since  sepsis  in  splenectomized  patients  and 
tunqa’  infections  in  patients  with  congenital  and  acquired  immune  deficiencies  are 
life  threatening,  we  have  examined  the  antimicrobial  effect  of  synthetic  tuftsin  in 
relevant  minne  models.  Three  months  after  splenectomy,  DBA/2  mice  were  subjected  to 
pneumococcal  sepsis  (i.v.  injection  of  I(T  Streptococcus  pneumonia  type  III). 
* jftsin-treated  mice  had  significantly  greater  survival  tharT untreated  mice.  Hale- 

■  r-.nf-  mice  were  t--pated  with  tuftsin  before  being  subjected  to  an  i.v.  injection  of  7 

■  .and  ida  albicans  3Jh  fa  clinical  isolate)  on  day  0,  and  followed  up  to  20  days 
♦  or  survival,  fin*’  e  a  fed  animals  died  by  day  5-7,  while  tuftsin-treated  mice  displayed 
s  i  gn  > 4 1  ant.  ly  impr  survival  time.  The  above  results  strongly  suggest  the  poten- 
1 1 a  I  y  tufts ' r  ii  a  natural  immunoaugment ing  antimicrobial  agent.  (Supported  by 


K ,  NISHIOKA, 
V.  of  Texas 
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H-li-i  "11"S  If  \N  ALPHA  IMr.KFKKoS  MESSENGER  RNA  ASSOCIATED  WITH  1NTRACYTOPLASMIC  ALPHA 
I  NTERFKKuN  AcIIVUY  IN  ACIIVATf.li  HUMAN  MONOCYTES.  HENRY  STEVENSON,  GREGORY  DEKABAN, 
CHEKp-np  hr.NYA'ATl,  PAIL  MILLER,  MARK  PEARSON.  National  Cancer  Institute,  Frederick, 


nuaa.i  niuiiuc  vt  m  ire  known  to  he  capable  oi  producing  many  distinct  cytokines 
in-' hiding  alpha  lnterteroii  (IKS,)  and  fibroblast  growth  factorial  (FGF).  1FN, 
si',  n-t  ion  by  monocytes  can  be  activated  with  poly  ICLC  but  not  rauramyl  dipeptlde 
M ! 1 1  .  Conversely,  ft.F  release  can  be  enhanced  with  MDP  but  not  with  poly  ICLC. 

sing  two  distinct  cDNA  probes  for  11N,,  unst imulated  human  monocytes  were  shown 
not  to  produce  detectable  levels  of  I FN  -messenger  RNA.  Monocytes  activated  to 
IfN,  s  i'i  ret  Ion,  however,  synthesize  a  I  ,0  kb  messenger  RNA  9pecles  which  hybridizes 
with  nor  I f  N  t  probes.  In  addition,  these  cells  produce  two  higher  molecular  weight 
forms  ot  I  IN  ,-messenger  RNA;  one  detected  at  2. 5  kb,  the  other  at  7,5  kb.  Mono- 
i vt  vs  activated  with  MDP  to  secrete  FGF  only  synthesize  the  2.5  kb  form  of  IFNa- 
mcssenger  RNA.  Analysis  ot  interferon  levels  In  monocyte  cell  lysates  revealed 
that  (inactivated  monocytes  do  not  contain  any  cytoplasmic  IFNa  activity,  poly  1CLC- 
st imulated  monocytes  .out alned  high  levels  of  lFNa  activity,  and  MDP-st imulated 
monocytes  tout alned  Intermediate  levels  of  lFNa  activity.  These  results  Indicate 
that  a  major  level  of  control  for  lFNa  release  exists  at  the  gene  transcription 
level.  Moreover,  the  2.5  kb  molecular  weight  form  of  lFNa-messenger  RNA  may 
code  fur  molecules  with  interferon  activity  which  cannot  be  released  from  the 
cell  i y t  op  1  asm. 
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•'■v.  n:o«!c:Tv  in  mice  administered  oiphenylhydantoin.  m.i.  luster*,  a_._n_._  .tucker, 

,  .  HON;.*  and  G. A L  BOORMAN*.  National  Institute  of  Environmental  Health  Sciences, 
L’esearcH  Tnanqle  Park,  NC  27709. 

M,eloto* ic i ty  occurred  in  female  B6f 3M  mice  following  exposure  to  the  anticon¬ 
vulsant  druo  d i phenyl hvdantoi n  (DPH).  Both  the  multipotential  stem  cell  (CFU-S) 
and  the  qranul ocyte-macrophage-commi tted  stem  cell  (CFU-GM)  were  s ign i f icantl y 
depressed  hy  SO  mq/kq  of  DPH  given  in  6  evenly  spaced  doses  over  a  2  week  period. 
Hone  marrow  cells  from  control  mice  exhibited  normal  deoxyuridine  (dll)  suppression 
f  V. thymidine  (TdP)  incorporation.  Mice  on  a  folate  deficient  diet,  as  well  as 
mice  treated  with  DPH,  did  not  exhibit  normal  dU  suppression  unless  they  were 
1  supplemented  with  folic  acid.  Folic  acid  also  prevented  the  DPH-induced  suppres¬ 
sion  of  CFK-S.  In  vitro  studies  were  performed  using  the  CFU-GM  assay,  and  these 
studies  revealed  a  dose-related  suppression  by  DPH,  effective  at  concentrations  as 
low  as  ?  >  IQ'7  M.  Cell  cycle  studies  using  the  •’H-TdR  suicide  technique  suggested 
fnat  [FU-S  from  drug  treated  animals  were  not  in  S  phase,  compared  to  29"  in  S 
phase  from  control  animals.  The  drug  effect  on  stem  cells  could  be  prevented 
both  in  vitro  and  in  vivo  by  a  variety  of  thymic  factors,  including  thymosin,  which 
is  known  to  alter  cell'  cycle  kinetics  in  mice.  DPH  thus  appears  to  have  a  direct 
•ffect  on  stem  cells,  mediated  by  an  anti-folate  mechanism,  and  resulting  in 
alteration  of  cell  cycle  kinetics. 
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ir  rn.it  *  • ;  i  t  in  «  !  vnph.nliii'  »p.i  t  hv  i  in'I  >  i  s  .i  i  urm  ut  1  vmph  :Mik-  hvp»  rj'i.iw.i 

Ji.ir.u  h  i  i.'ni  hv  .»  pr»  nant  p.n  i«  *>r t  i .  .i  1  -u  «.  timtj  1  .it  i <>n  *t  i  :i  t  v  r<l  i  h\  i  \  .i t  i  :n* 

r  •  ■  t  i :  ill  \j:‘;  *  i  !  s  *  ,  M  i  r  li.m  s  •  <*  1  I  *»  <Ms).  in  hiiKi.m  hi’!,  irri-,'uiii 

’.v  •>  .n«  .p  >v  i  *  •  .»',;v  !v.«vv»vi  iw  «i»  rr.i  s  .uni  thro-  .ir«-  "i.inv  JIM  s,  1  i  s  m<i 

:-n  r  ’ph.i  i’  'M.iiviuii  miuis  .uni  p.ir.u  •  *r  t  1 1  -i !  .ir«i  ■>!  lymph  n.xir  .  I!)<  s  uni  Ms 

•*  p-  sit  ;  \ »  »  i.>n  ;  •'  AlP-.isn,  M  i'-.is**,  probin  .irul  I  t>u  h.  I  hi  •.  ui 

i  ■.  i.jrti  uit  ■  tv*'  t  %  jm  •  s  }i\  tin*  sh.ipi*  >’i  nu»  Dus  .uni  cvtupl.isnm  1  1  i .  Allh>»uph 

,’.m  ■  .  .m*i  Ms  .n  •  siv.ii  i.»v  in  niurphol  ,  tluv  i  .'in  \>c  il  i  1  I  orcnt  i  at  id  hv  lhr  crr.n'iH  c 
» h  ••  t  : ;  i  <  -  <  i  huh»ik  r.uui  ]  t  .  :  :<pr  i  i  :n»  nt  *i  11  v  it  ipjn.i  s  lh.it  ,.(  s  »,irrv  .mt  U‘‘ni' 

?  t  ,  wins  Mur:.  lh»  skm  vi.i  t  h*  .lilrrriit  1  vriph.U  i «.  ’•  t «»  L  Vi  •  *  <1  v  .1  i  n  i  n  Ivr.iph  mult- ,  hut 

M.»  ’•  nr  nut  uhsi-rviii  rt-ra.irk  .ih  1 «  iiuir.isr  I  IK  s  in  .  ~iph  u  >di*  1  ikr  imn.in  hi’!..  It 

r.i.’h.t  hr  .  l.it  M  ini  hnv  i.K  s  und  Ms  pi  .»i  1 1  rr.it  v  .»m!  wh.it  rolr  tiny  havi*  lu  i 

'  v:v.p!it  i.  vt  i-s  ;  r.  ’  *i ' i  . 
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INDUCTION  OF  TlMhRIT.IDAL  hV\CKOPHAC;MS  AND  DKANTIjOCYTES  BY  THE  1NITANASAL  APFUCATON  OF 
J  TIT -PE,  A  LIP0PHYL1C  M.IRAMYL  PEPTIDE 

Hr.nm,  D.G.  ,  Brownbill,  A.F.  find  Schurnarm,  G. 

iS' .search  Department ,  PhfirmHceut  icals  Divi.sion,  ClhA-GKIGY  Limited,  Bfi.se  1 ,  Switzerl.md 

In  rats  find  mice,  a  single  intranasal  application  ol  MTP-PE,  fi  iipophylio  r.uramyl 
jH'jn  iik  ,  dissolved  in  phosplt.it e  hul  1  ered  saliiu  U'BS)  induces  tumiri cid.nl  leukocytes 
in  the  lungs  at  a  dose  rfinge  of  0.1-10  mg/kg.  The  txmoricidal  activity  is  optimal  one 
day  after  treatment  but  nmaiiis  detnxistr.ibie  for  8  days.  11  KIT -PE  is  applied  intra- 
nasal  ly  to  rats  in  a  v^>l^Jl«.■  of  300  pi  PBS  and  the  lungs  are  lfivaged  one  day  later, 
timricicial  macrophfiges  .ind  neutrophils  are  obtained,  filxnjt  80Z  of  the  lfivaged  cells 
being  neutrophils.  It  is  most  probfible  that ,  because  of  the  relatively  large  volume 
(300  pi)  applied,  KTP-PE  enters  the  lungs,  elicits  neutrophils  and  activates  thun  and 
the  resident  macrophages  to  beccme  tumpricidal .  After  separat irn  of  the  effector 
cells  on  a  Ficoll  gradient  fi  difference  in  their  tumoricidal  activity  can  be 
ikmonstrated:  cultures  of  neutrophils  kill  tumor  cells  within  8  hours  whereas 
macrophages  need  3  days . 

Using  the  8L16/BI>6  melanoma  system  in  C57B1/6  mice,  repeated  intranasal  applications 
of  KTP-PE  (0.1-10  mg/kg)  result  in  a  permanent  cure  of  the  treated  mice  indicating 
that  circulating  tumor  cells  have  been  killed  and/or  lung  and  lynph  node  metastases 
have  beeii  erfidicated. 
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;i'RM>  f'i'l  I  n.AR  MECHANISMS  of  ITMoK  RKSISIANCF  F«  iJJ-OW  J  N<.  KXPOSI'HK  1“  OAHf  lNo«,FNn. 
ivnrvn  h  ak^mai ir  hvurocarhons  o’Ain.  Mi.  ukan,  f.«.  wartf,  v.  : mkhray^  l.jj. 

.  AH  R,  K.Y.  HOlSF.  rh«‘mfi-.il  fiufiistt”.  <C  Tox  i  ro  logy,  R « • «; .  Iri.  f'.irk,  NC 

I  mir,.  “ujpprvs^  i  .'ii  imhiiTt!  hv  PAH  *  s  rv  i  •:<  '«t*ns  has  h«*#*n  impli*  itiM  as  an  »*j»i  g»»m*  t  i  . 

h.misr  ip.  tin*  •  *  1 1 1  ,;rovt  h  -'f  initiatrd  fills.  Wr  hav«*  lirr.i'tist  rat  <*<1  that  Kuhn  hr<Mi  i  ■ 

•  xj'-'saTi-  "t  HM  HI  ri.v  t ;  >  PAH  i-irr  im^ens  suppr»ss«'s  humeral  Immunitv,  n  c  1  1  -rr.«*d  i  at  fii 
•.“■ran  it  v  ((MI),  .md  r«sisf.in>i*  t.>  turner  thallrngn  whiih  was  persistent.  !  h  i  s  report 
*  us<  s  i*n  t  h<*  r«*  1  a  t  i  -'ns!,  f  p  between  <  ar.  in<*K«*ni«  potential  o  1‘AHs  ami  d  tC  ts  on 

■  .it  ur  il  and  .ii  <fu  i  red  tumor  res  i  s  t  an-- e .  I  he  >  ar<  itn^enit  1‘AHs,  7  ,  1  j-d  in»*t  hv  lhenzan- 

tnra.ene  (DMBAl,  J-met  hv  i<  |v»  I  ant  hrene  ( MCA  ) ,  and  d  i  ben/[  a  t  h  ]  int  hra<  eue  (  Dlif «» ,  h  ]A  >  .>r 
t  :  i-  non  ar*  { no>!en  i  t  PAHs,  PH[a,-]A  and  pervlenr  were  subi  hron  i  ra  1  1  ■.  administered 
snbt  ut  ane«Mjs  I  v  at  >,  >0,  100  or  *’00  .  y.  ■  y  of  body  weight.  Natural  killer  ( NK I  cell 
v  vtolvsis,  generation  of  rv totoxn  I-rells  (t'T!)  and  m.i<- r-'phage  furu  Liens  were 
.io-'.ssi  d  U  S  davs  after  PAH  exposure.  A 1  1  >Mnt  i  pen-  i  ndu<  ed  proliferation  (MIC)  of 
sp  !  eiiis  y  t  «*s  from  bMBA,  Mt'A  and  I  »B  (  i ,  h  i  A-ex;u  >  m  d  nj.  r  was  suppressed  up  to  SM)‘  .  til 
ami  NK  .  vtojvsjs  i«t  r  ad  i  ■  >  i  ahe  1  1  ed  targets  was  depressed  u|  to  Kb'  and  HN  ,  respec¬ 
tively,  in  mue  exposed  the  v  ar».  i  m^er,  i  *  PAHs.  Antib<ulv  dependent  cellular  yt>- 
{•>xii  itv  was  s  i  yn  i  t  i  <  ant  1  v  depressed  by  l)MHA  exposure,  while  ir.a<  replug*’  tutu  lions 
wert  not  Imp. li  red.  !!.♦•  extent  o!  SK  suppression  ■!  related  witfi  impaired  pulmonary 
el  i tr.  1  na t  i t > ti  of  intravenously  injected  ElbHO  melanoma  eel  is,  while  impairment  of  MFC 
■r  i  II.  responses  «*rrelated  with  increased  susceptibility  to  challenge  with  i'YBh 
sariona  ells.  N«  n<  ir r  j  nogen i <  PAHs  failed  to  depress  significantly  NK,  MU  or  <  TI. 
rt spouses  or  sus.  ept  l b i 1 i t v  to  tumor  .ell  challenge.  Ilms,  only  carcinogenic  PAHs 
‘  if  press  (  MI  f  wn«  ti«»ns  whi-.h  mav  he  important  in  tumor  resistance. 
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L YMPHORET I CULAR  CELLS,  ENDOTOXIN  (LPS)  AND  D-GALACTOSAMI NE  (D-GAL) 
INDUCED  LIVER  INJURY.  J.  F I  ERE  R  and  M.  CHOJKIER.  VAMC,  San  Diego,  CA. 
92161  and  UCSD,  School  of  Medicine,  La  Jolla,  Ca. 

D-gal  is  a  hepatotoxin  that  has  been  used  to  study  liver  injury  in 
experimental  animals.  Although  there  is  evidence  that  D-gal  is 
directly  toxic  to  the  liver,  a  number  of  experiments  have  suggested 
that  endogenous  LPS  from  the  animals'  clonic  flora  contributes  to 
D-gal  induced  hepatoxi ci ty .  To  test  this  hypothesis,  we  compared  the 
toxicity  of  D-gal  in  LPS  responsive  (C57BL/6  and  C 3H/HeN)  and  LPS 
resistant  (C57BL/10ScN  and  C3M/HeJ)  strains  by  measuring  serum  A.L.T. 
levels  24  hours  after  an  i.p.  injection  of  D-gal  2nM/100  gm.  A.L.T. 
levels  in  normal  mice  are  40  units/ml.  The  mean  A.L.T.  after  D-gal 
was  400  u/1  in  B6  vs.  5400  u/1  in  B10  and  400  u/1  in  HeJ  vs.  1200  u/'l 
in  HeN  (6  mice/group).  B6  spleen  cells  were  transferred  into 
irradiated  B10  mice  (650  rad),  and  3  weeks  later  the  chimeras  were 
challenged  with  D-gal;  mean  A.L.T.  level  was  2500  +  90  u/1  in 
B1CH>B10  controls.  Irradiated  B6  spleen  cells  (lofto  rad)  also 
transferred  D-gal  sensitivity.  We  conclude  that  D-gal  susceptibility 
is  not  fully  expressed  in  LPS  resistant  mice  and  that  full  expression 
of  susceptibility  depends  upon  the  genotype  of  a  radio-resistant 
spleen  cell,  not  the  genotype  of  the  hepatocyte.  These  experiments 
provide  further  evidence  that  LPS  plays  a  major  role  in  the 
pathogenesis  of  D-gal  hepatotoxicity. 
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[Hi  nr  |STW'„i*.  IN  RfS,  WI'H  M'KIAi  RinwtNU  TO  HtMOPO  1 1  S  IS  .  T.  HAYAMA, 

NArJA,  M.  rOTANt .  of  Andtomy,  Kuptamnto  IJni  varsity  Medical  School, 

Hor.ic;,  t  m  <V’Hlti.i 

Althojijt-  H-.tro'inniL  horrones  are  known  ,ts  a  potent  R[S  .tinulator,  there  i  t>  no 
settled  view  as  to  their  effec  ts  on  the  henoinne*  u  syster..  In  the  present  study, 
effects  of  a  , m. ile  pham-at  olooii  a'  dose  if  estriol  on  neriopoietH  systems  were 
enammed  in  adult  male  iCS/Bl  f.  «  DBA  .' )  r  ^  "lie.  five  days  after  i.p.  injection 
with  10  ••Kj  estriol,  nany  focal  area',  of  hepat.n  hemopoiesis  were  observed.  At  this 
time,  the  number  of  nonpareni.  hyrnal  t  e  1  i  s  it.  the  liver  markedly  increased,  while  the 
cellulanty  r.f  the  bone  narrow  or  WH  r  fount  m  the  peripheral  blood  s  ion  i  f  icant  1  v 
decreased.  The  number  of  focal  hepatic  finmopo’es t s  was  further  increased  by 
transfusion  of  Synrjenen  tuine  marrrw  tells  into  es  t  r  io  I  - 1  red  ted  mice.  Turthemore, 
‘Cr- labeled  bone  marrow  tells  select 'vely  ac tumu 1  a  ted  in  the  estriol -treated  mouse 
liver.  When  the  number  of  wa  s  e«ar  ined  five  days  after  es  t  r  to  1  - 1  red  tmen  t , 

the  concentration  of  C.fb-h  in  the  liver  markedly  increased,  while  that  in  the  blood 
or  in  the  bone  marrow  dec  reased  in  addition,  estriol - treated  mouse  serum  has 
potent  qranu  1  oc  y  te/mac  rophaoe  ic.lony  stimulatin')  activity  (GM-CSA1.  The  elevation 
of  GM-CuA  in  the  serum  was  maintained  at  least  for  id  days  after  a  sirtqlp  i.p. 
injection  with  estriol . 

These  results  ',u<i<jest  that  circulating  hemopoietic  stem  cells  are  trapped  in  the 
estr iol - treated  mouse  liver,  and  that  estriol -act i vated  kurf‘er  cells  play  a  central 
role  in  focal  hemopoiesis  in  the  liver. 
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!  ITH'  l  Of  Y-'SHIUA  SAKM'MA  ON  I  Uf  SANAHK !  1. 1  -  'diWART  /.MAN  Kl*  ACTION  INUMH 
lit'S.'T  IK  >; ,  IA/AK,  h.  K  I  KAKS/K  I  .  Inst  Kufr  of  Paf  hoph  vs  i  «■  1  - u'.v  ,  -  I  r 
vVdii.il  IToli'^v,  Cniversitv  Medii.il  Schi"T  ,  -  >■.«*»! ,  HunK.tr  v. 

A  • .  udinc  t-  -Mir  r.ir  I  irr  i  nves  t  i  n,it  i  (>ns  t  In*  /r"wth  .0  suIm  ut  ,inri*ns 
:*m  ,n  t  ivahs  (In-  >: ranu  I  ope«  f  i «  activity  of  flu-  re  t  i  <  u  1  .*ndot  he  1  i  a  1  * 
!>  i  in  »  HIS  pi. tvs  import. inf  roles  in  blood  .  oavulat  ton,  rs;u-.  t  a  ]  1  v  in  t 
}  tin*  i  nt  r.i  vast  u  1  ar  fibrin  r^-it  *s,  it  seer.ed  wor*h  wt  ile  t  ■  stud 

■  I  V.  shitl.i  furor  growth  >»n  t  he  Sana  re 1  1  i  -Shvarf  /man  n-.i  f  » .  *n  t  uifu «  rd 
s  'dnr.  ['in  v.im-tlu'l  sul phonat e  )  .  In  inbred,  male  K  Arust  *•  rdam  rats  un 
1  iquoid  *  Hot  t  m.in-l  .)  Ro«he,  Basel*  in  a  d«*sr  •  -f  *  n,*.  1 1  1  y\  hndv  weight  , 
in  of  t  hr  arnmls  ^-rirr.i  1  i  znl  Sana  r  e  II  i -Shwa  r  t  zn.m  n-.u.  t  ion  with  \ 

rt.in.il  .  -rt  h'.il  mu  rnsis;  however,  the  same  of  !  iqu**id  in  rut  s  hi 

i  ut  .menus  Yoshid.i  s.tri  nnu  i  ;iusnl  <>nlv  minin.il  morpho  1  op. i «  .il  a  i  t  or  it  i  m 
m.J  «'ni  v  in  J  r'~  of  tin*  .inimals.  Since  I.iqunid  imlu-  i  s  severe  thrombo** 
it-ri  nopin  di  plot  ion  not  only  in  tin*  control  hut  in  t  hr  r.its  bearing  « 
•shitia  sarcoma,  the  refractoriness  of  thrsr  .inimals  t.mv  mainly  »lue  t< 

.  1 1  o  r  %•  et  teef  of  tumor  growth  on  l  hr  re t i «u 1 oendot hr  1 ia l  <>*  t  ivitv,  T! 
!  v  the  !:ut  that  other  reticuloendothelial  stimulants,  smh  as  zvmo*; 
•r  endotoxin,  ar«*  also  effective  in  preventing,  the  >:ern-  ra  1  i  zed  Sanarei 
reaction  induced  hv  1  iquoid.  These  studies  support  the  roll-  t»f  the  Hid 
teition  against  the  consequences  of  the  intravascular  iisq-ul.it  i.'n. 
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*  hiti  rlt-r-'M  1. ahor.it  or  v  ,  Memorial  S  i  oan-Ke  t  1 *  i  mp  <  in»  er  Muter,  New  York  NY  i'.S 

rinniii  :v..»«  r. ‘phases  (  Ml’s.i  ,  pr<-t  i «  at  >-d  with  home  1 .  ^  *u  .  mt<  Melon  <  I  IN  ’  — 

^  hr,  augmented  chrmi  luminesi  en<  ••  ( Cl. )  «  onsidi  r.ibiy,  when  >t  imul-ited  hv  d  ~  - 
phorhoi,  I  . -ray  r  i  st  .it «  ,  i  l-.--.ii  «  t.ite,  K.  <  r  -«M  ht  pr  ••  i  :n  ub  »t  i  ■  »n  ,  the  d  w.o  not 
a  upturn  t  ed  . 

In  rca.  tive  uxy^ni  spe>  ns,  nil*  pr.-du.  tion  was  m-.  r*-.inil  m  11 N  treated  MJ's 
however  file  levels  of  O*  arid  H  ,  I )  .  generations  did  not  lian^e  between.  1  PN  treated 
and  not.-t  Halted  MPs. 

Our  results  also  surest  that  the  OH*  production  is  hie  t  the  l  i  p-  v  i^etl.l  se 
nathwav  oj  ar  a  hidoni-  a<  id  rae I  aho  1  j 
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AIiCU*.  AN  AWiMICHtlllAl.  THAT  WUUNb  !-  IHHOI’IASI  A.  A.J.  KKNYUN,  D.M.  UOUGLA.S, 

S.G.  HAMIl.TMN.  tftuv.  (,'otiiK‘rt  irut  Health  Center,  Farmington,  CT.  06032. 

Alridr,  a  t  epical  antimicrobial  has  t«*ot,  observed  t<>  tx«dut»  collagen  lormat  ion 
i ;  i  incised  derrrkil  wuuikIs,  limit  wound  sepsis  and  permit  rapid  epithel  lal  l  zat  ton.  The 
ant  microbial  act  ivity  is  dcpndent  ujion  generation  of  chlorine  dioxide  from  Alcido 
'•on|xinent  s.  fStju-r  im-nt  s  have  twen  undertaken  to  establish  t  he  effect  of  chlorine 
dioxide  on  chert*  it  .axis  and  on  collagenase  inh’bit  ion.  Histologic  evaluat  ion  of  full 
thickness  incised  mouse  (CD-l.t?  )  wounds  and  guinea  pigs  (Hartley)  with  wouiids  in¬ 
creasing  m  [x>st of*Tat  l ve  age  up  to  96  his.  which  had  eit  her  been  treattxl  with  a 

isotonic  saline,  Alcide  or  glucan  revealed  that  Alcule  treated  sounds  had  fewer 
1 1  if  larmwt  ory  cells  at  48  lirs.  arxl  at  96  hrs.  had  little  evidi'tK'e  of  collagen  filling 

the  rk  rtTwl- wound  gap,  however,  the  liasal  ca-ll  layer  and  epithelium  v*>re  closed.  j 

tjlucan  sti.tulated  woutxls  had  greater  lev».*ls  of  mDncx'ytes  in  48  hrs.  and  fibroplasia  }  / 

at  96  hrs.  with  increased  wouik!  breaking  strength.  A  profile  was  retained  of  pro-  j 

teitis  sequentially  eluted  by  shoit-pulse  ult  rasonicat  ion  of  tissues  containing  wounds 

varing  trim  24  to  96  lirs.  in  age.  | 

F'olyacry  lamnle  gel  electrophoresis  of  t  hese  eluates  rev*-aled  an  increase  in  j 

twiixls  corresponding  to  collagen  when  wounds  were  treated  withcr-j^l  protease  inhibitor  j 

and  a  'Increase  in  wound  strencgth.  Alcide  caused  a  decrease  in  C-prolirw  uptake  arxi  j 

t  laiucet)  wound  strength.  This  dat  a  suggest  s  txith  reduced  chemotaxis  and  collagt^nase  * 

activity  may  resfxuisible  for  rest  r  ict  «h!  fibroplasia.  Grants  from  the  University  | 

of  Connect  lout  Meseanh  Foundation  atxi  Alcuk-  Corporation  snjporttxl  this  work.  I 
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Hi  OJGMT  ION  'if  l  OH!  i  UN  t  SS  BY  PHAGUCYTLb  AS  UBStHVLD  BY  THLIR  RESPONSE  TO  BIOLOGICAL 
R|  SPOf.SE  MODIFIERS.  K.  MORJkAWA,  S .  ABE ,  _  M .  YAMAZAKI,  D.  MJZONO.  Faculty  of  Pharma¬ 
ceutical  Sciences.  Teikyo  University,  Sagamiko,  Kanagawa  199-01,  Japan. 

The-  response  of  phagocytes  to  biological  response  modi f iers(BRM)  was  investigated 
in  vivo  and  in  vitro.  Changes  with  time  in  the  population  of  pol ymorphonuclear  leu¬ 
kocytes  ! PMN ) ,  macrophages  and  lymphocytes  in  the  peritoneal  cavity  of  mice  after  in¬ 
jection  of  14  BRM  were  compared  with  those  of  conventional  inducers,  bacteria  and 
tumor  cells.  The  response  of  phagocytes  was  classified  into  5  types  on  the  basis  of 
its  duration  and  extent.  Like  bacteria,  many  BRM  induced  more  PMN  and  macrophages 
than  conventional  inducers.  Comparison  of  the  chemical  structures  of  BRM  and  the 
other  agents  tested  suggested  that  common  properties  of  BRM  inducing  a  high  response 
were  their  (1)  non  existence  in  the  host  normally  and  (2)  inability  to  be  digested 
readily  by  host  enzymes:  namely  they  had  the  quality  of  "foreigness".  The  in  vitro 
response  of  PMN  was  also  Investigated  by  examining  their  cytotoxicity  on  tumor  cells 
in  the  presence  of  BRM  by  a  ^lcr  release  cytotoxicity  assay.  Of  20  BRM  tested,  only 
TAk(. -glucan),  P^acnes,  BCG  and  zymosan  A  were  found  to  be  effective.  The  cytotoxic 
activity  of  PMN  in  the  presence  of  these  effective  BRM  was  very  high,  resulting  In 
almost  100  cytolysis  at  an  effector  to  target  ratio  of  as  low  as  3.  All  five  tumor 
cell  lines  tested  were  lysed,  while  spleen  and  thymus  cells  and  PMN  were  not  lysed. 
The  cytotoxic  mediator  was  shown  to  be  hydrogen  peroxide.  When  kf146  tumor  cells 
were  injected  intraperi toneal ly  with  these  BRM,  the  tumor  take  was  reduced  signifi¬ 
cantly.  These  results  suggest  that  BRM  may  be  considered  as  substances  that  potenti¬ 
ate  host  resistance  by  enhancing  its  activity  to  recognize  "foreigness"  In  the  body. 
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port  ni  iationoi  iumouk  idal  a<  i  ivity  in  human  monlk  y  n  s  ijy  mukamyl 
Dipt  PTllX  AND  irs  LIPOPHILIC  AIJALut,  LNTKAPPLD  IN  LIPOSOMI  S.  S.  MiJtv^rp^S. 
Soot-,  Mitsumusu  Oqowaru,  I  iro  I  subura.  The  University  of  Tokushima  School  of  Medic  ine, 
Tokushima  7W,  Japan 

Studies  were  undertaken  to  examine  wheftter  ttx*  tumor  i*.  idol  <K  t  ivity  of  human 
m.xtocytes  cm  be  potentiated  by  their  interaction  with  MLV  liposomes  containing  hydrophilic 
muramyl  dipeptide  (ML)P)  or  lipophilic  morainyl  tripeptide  (MTP-PL).  Human  monocytes 
harvested  from  healthy  donors  and  separated  by  discontinuous  gradient  centrifugation  and 
otihrrence  were  highly  cytotoxic  to  allogeneic  melanoma  fells.  After  4  days  incobation  of 
these  monocytes  in  medium,  they  showed  little  tumor icidal  activity.  MDP  or  MTP-PL  was 
eircapsulated  within  multilamellar  (MLV)  liposomes  composed  of  phosphotidylcholme- 
phosphatidylserine.  T  reshly  isolated  monocytes  incobated  for  24  hr  with  liposomes  containing 
MDP  or  MTP-PL  remained  tumor icidal  during  culture  for  up  to  3  days.  Moreover,  fire  ct/ltured 
monocytes  were  rendered  tuinoricidal  by  interaction  for  24  hr  with  MDP  or  liposomal  MDP  or 
MIP-PL.  About  I  6U0  times  lower  concentration  of  MDP  entrupped  in  liposomes  than  of  tree 
MDP  in  the  medium  was  effective  for  rendering  monocytes  tumoricidal.  Similarly,  obout 
BU  times  lower  concentration  of  MTP-PL  in  liposomes  than  of  free  MDP  was  effective  for  tire 
activation  of  monocytes.  Lxamination  of  the  uptake  by  monocytes  of  liposomes  containing 
fluorev.ent  qoinocrine  showed  linear  correlation  between  ftre  amount  of  liposomes  odded  to 
monocyte  monolayers  and  their  phagocytosis.  If  is  concluded  that  MLV  liposomes  containing 
MDP  or  MTP-PL  are  far  more  efficient  in  potentiating  the  tumoricidc!  xtivity  of  human 
monocytes  than  unencopsulated,  free  MDP.  (Supported  by  a  Cront-in-Aid  for  Cancer  Research 
from  the  Ministry  of  (.detection,  Science  ond  Culture  of  Japan). 
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c.u  '  \N  1  t  it  K  MM  I.NMANCI.S  MLMvUMILTU  KLI’Ot'l  LATION,  INHIBITS  SLPSIS  A  NO 
i  SHAM  l.s  SI  KVIVAL  IN  IHK  \ni\TLn  Mill.  M.L.  PATUITN,  T.T.  MACV1 TTIE,  I.  BROOK, 
i-  .1.  W  \LNl._K.  Armed  I  orces  Kudiobiology  Kesearc  ti  Institute,  IV-thesda,  MIS,  I  ISA  2081** 

c.iuc  an  is  a  potent  rctiv  uloendot  heliul  and  hemopoietic  stimulant  isolated  from 
Sa>  •  haro.n^f  es  cerevisiae.  A  single  intravenous  mjec  tion  ol  glucan  into  normal  mice  enhances 
piuripotent  stem  <  ell  fc. I  1  -s),  granulocyto-macropliago  and  pure  macrophage  progenitor  c  ell 
(ciM-c.l  c.,  Vt-C.FO  and  erythroid  progenitor  cell  (dpi  -e,  BFT  -e)  numbers.  In  these  studies, 
the  ability  of  ghx  an  to  enhance  fiemopoiesis  in  animals  hemopoietically  compromised  by 
irradiation  was  assayed.  S.  JH/HeN  nin  e  were  injec  ted  with  I.)  mg  of  particulate  glucan  either 
1  day  before,  I  hour  before  or  I  hour  after  exposure  to  h.S  My  of  cobalt-60  radiation.  On 
subsequent  days,  tlie  re<  overy  of  bone  marrow  and  spenic  CFfj-s,  MM-CFC,  M-CFU  and  (IFL-e 
were  assayed.  In  all  instances,  hemopoietic  repopulation  commenced  earlier  in  glucan-treated 
than  in  radiation  control  mice;  the  most  enhanced  response  occurred  with  glucan  administered  1 
day  prior  to  irradiation.  Mice  were  also  treated  with  glucan  before  or  alter  exposure  to  an 
otherwise  letlial  <9.0  My)  dose  ol  cobalt-60  radiation.  In  these  experiments,  only  animals 
treated  I  day  prior  to  irradiation  exhibited  increased  survival  (5Vb  survival).  When  the  livers 
and  spleens  of  these  radiation  controls  and  glucan-treated  mice  were  assayed  for  the  presence 
of  bac  teria,  radiation  controls  exhibited  significant  bacterial  colonization  from  11  days  post- 
irradiation  to  death.  By  contrast,  bacteria  were  rarely  detected  in  organs  from  glucan-treated 
mice.  Thus,  it  appears  that  giucan's  ability  to  enhance  survival  following  lethal  irradiation  may 
be  related  not  only  to  its  ability  to  enhance  hemopoietic  recovery,  but  also  to  its  ability  to 
enhance  resistance  to  bacterial  invasion  which  secondarily  occurs  following  radiation  insult  in 
ti*e  hemopoietic  syndrome  dose  range. 
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.-ini  ii.'-t  n  Tiih  :k:\ k  rTiN-i  j  p  :  ?  •-: :  %  :\  r:- 
wr:«.  a  ■ , ■  : h :  iMWNt  HTr-nwv  .:vn:-p- mi  o\::  .  .  kv  •  -j-v.  '  »•  ;  . 

!»•:  i !  *■  m<  r  .*  <  ■■  1  has  i  .•  .it.- }  ;  l  r,  i  .» 1  I mnur.  I  a:,  i  M  »l  .  i  r.  .  :  1 1  '  : . .  v  •  :  • . , #  v 

i  ■  ;  .i  r  <■  ’  J  ;:.a.  rhar  ieston  ,  s.<  . 

:  ;ni:‘i»r  -n  f  i  *  »*r  J  jefc i .  t  r«*du  f.  and  "A  ’  i  r  •,  •  <i  *  ;  I;  r«. 

;  v<  i  '.*?Ts»  ho.  vte*  (TA<‘  )  has  been  i  «  r  ♦ « •  i  l  v  •«•••  i:.t  *  •  «•»  .  '  r  *-ut  nerd  m  t.<  - 

r.jc  ie.n  cells  Iron  j  at  lent  s  with  A I  Iff,  wi”;  I.-  r  «•  ..»•  *  ♦  h»  :  r  •  'duct  j  >  >:  :  i;.-.  i. 

■*r]  i  ,i.*.  wV*  J  yrnj  ‘i'»cy!  *,s.  The  rf  feet  >f  I  i  r.  v  i  *  i  *.  u.  t  •  ••  ;  :  -d  i.t  r.  ■!  Il.-l  w-jt 
i  nv«u»t  i pi *  <*d  in  thi:.  studv.  I  h-  1  \  r  odu<-t  lor.  !  r  *r  i  V  •  •!»■:  *  *■  1  w  •  ■  r  * •  n*-i  .  *:  «■<:  tv 

indirect  method  uMn«j  P: -4  cell  line.  11  ]  at  u:.*  w  :  •  h  A I :  •  w.*i  •*  •  ♦  *  1  \  ♦  *  !  :  r.  •  hi  ■; 

i.'.vi-st  i  m *  ion,  1  f  had  ier  ressod  1  !.**.!  |  ro«lui"  lot,.  <<*  '!.("'■■  r  a*  ie:d  .  ii.il  d«  - 
I  M-ssf-:  I :  -  1  j  rociuct  i  or. .  Various  concent  raf  ion  of  I.'.  i  1  *  ■  11*.  ml,  1  :  ■  •  >ci*  j  1 1  ’ 

t'llsnl)  wcr1'  used  t  o  Meat  t.he  adher ence  r  e  1  1  s  is  v;tr<  .  ’I  h«  1 !  —  1  j  i  od..n  t  i  i:(  wet*- 

r  (*s? !  <r  ♦*'.!  t  f.  tk  irnal  or  near  norna  1  level  i  r .  4  l>  Al'ir.  j  at  irr.t  ■ >.  ur  r  ••suits  1 1.  !  i  ..\»  t.  •• 

*  hat  iej  ressed  ir»  i:.-.’  r-rodution  m  s'jtu*  AIPJ:  patients  mav  i-artlv  due  to  t;.»  U- 
tressed  in  I  1  —  1  production  aruj  ISO  ran  act  ,is  an  immune  5  ot  ont.  1  at  nr  m  thrse  it. 
v  ;  t  1  ■  immur.e  ass  ivs. 
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AT  v!'5,7*t  L!.TTi  Rf  R-M*'!  HI  SLASi  I T  H  MARKit)  l  R  VTMHOI>HAf,(K  Y  TON  I S .  v.  r,i!_N[MATV..,  R. 

*  'i^f  ,  !  AKAHASMl ,  ►. .  SHIM  I  ZlJ .  WATANABI  .  National  Children1-,  Mo%pi  tal ,  ‘iationa  i 

1  ru  <*i-  Confer  Research  Institute. 

:  !■,.  i  <  1  .it  i .  ns'p  i  p  hi  t  ivon  t he  ycne r a  1 i zed  !  i'H  <■!  1  et  t  i-n  r-S  |wc  disease,  t  <if  ;  i  ■< 

■  t  ••  tl.i  i-pha,-.-,  •  t  1.  n  1  i<ul.  sis  ami  hid  i.*«  vt  i<  rr.edul  l.-irv  ret  {miosis  has  n<  t  loon 
latiti.i.  !  he  i -resent  rase  vns  considered  t  e  hli-ny  lc  I.e  t  t  e  re  r -S  i  we  i!i  sense,  but 
.liniiai  r  .-mi  test  at  ion  was  non-  siirllar  to  t  hose  of  histimvtir  netiul  larv  ret  i  i  u  ! .  - 

i : .  i  ■  patient  had  set-  rrheir  e.  tera  on  his  head  a  tev  months  alter  hint;.  At  1- 
\i.ir  .  I...  he  was  :r .  t  f  t  »  >5  ahderinal  distension  citn  to  hepa!  os;,  lono-eva  I  v  .md  severe 
atar  ia.  A  si  aletu  r.-sle  Mopsv  revealed  zonal  preHfer.it  ini  et  S 1  no+  1  T-/c  tie 

i.  i  s  t  i  or  vt  <  s  ,  am!  h<  was  treated  with  PS?  and  VI  B  under  a  diagnosis  e!  let  t  erer -a  ive 
disease.  Hi  was  referred  te  the  National  Children's  Hospital  at  1  v  8-iros-old  with 
marked  hepat  e  sp  1  em-rer  a  1  v  and  ayrressive  pane  vt  open  i  a .  Peripheral  Mood  revealed 
-aired  aneitia  an...  pamvtopenia  with  ervt  hreh  1  asts  and  ret  I ru 1 oc vt es .  Coombs  tests  wa¬ 
ne.;  at  ive,  and  t  here  was  no  hvperl  i  peri. a.  Hone  -'arrow  revealed  ervt  h  roll!  hvpt  rplasi.i 
and  hist  io.  vt  -sis,  in  which  hist  iorvtes  rent  alned  I.anperhans  crannies. 

Pam  vt  '  pen  i  a  he.  are  worsened ,  despite  ol  tin-  If!  X  treatment,  and  he  deter  i-  rat*  •! 
with,  increased  iu-pat osplenoneyalv  and  died  ot  herpes  simplex  pneuron  1  a  >  r.otiths 
alter  the  adr  i  s«  ion.  Aiiteps-.  revealed  marked  hepat  i'sp  1  enotraca  1  v  'liver  c  , 

spleen  PH1  ■  and  involuted  therms  t  3  y  1  .  t.vmphadenopathv  was  si  ip  lit  ami  hone  r.arr.  w 
was  lihntii'.  i'r.  1  ilerat  ine  hist  iorvtes  were  character  i  ;»«•»!  with  virions  monoclonal 
antibodies  ami  revealed  a  phem  t  pe  of  OKM14  la4  si  a.  rnphares. 
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MAP  in  i-HA  vf-MH  1  ATM  IN!  IFF  "I  FFFF.iT  ’F  1  NThHFKRvNP  *N  THF  !N  VJ  V  TUMvK  I'tll.  ,8  a  Mi. 
K.  I.  to  t  M.  Id  t  p  hi  m  i  yu,  Pi.  Muramat  so.  I'opur  t  motit  of  ,p  i . .  jy ,  Fa  u  '.  t  y  of 
.  lence,  Kyoto  University,  Saxyo-ku,  Kyoto  e  •  . 

An  inter!*. ron  i  I  KNi  -  res  l  st  ant  tumor  a*;;  lit.**  'PI.  was  established  Iron  M.-tri  A 
!  mi  '..in  iiir.ii  uf  8  A  1.8  o  mice.  81  ells  proliferate  «*■  1  1  in  vitro  in  trie 

1  reser.ee  ot  nig;,  units  le.q.  lb, bob  I''  mil  ot  murine  IFN  i  c  prepared  from  virus- 
lnfcoted  1. -ceils  (i.-IFN)  i  •  reoomb  1  riant  human  IFN  i  A  !'  A  P-1FN,  Nippon  Foe  i.e 

8ese.li  .  I.  IVMits  Pally  l.p.  adm  I  ru  s-t  r  at  I  ■  mi.  nt _ LrXF.fi .  o  r  A  b-lFN  ior  two  weeks  t_ 

l-Al.ls  e  mice  inoculated  l.p.  with  81  cells  resulted  in  the  reduction  ot  81  cell 
growth  in  ’he  latter  period  ot  experiment.  This  contrasted  with  the  case  of  a  IFN- 
sensitive  Meth  A  cell  line  (fill  of  which  growth  was  suppressed  by  I FN  more  acutely. 
The  population  of  peritoneal  macrophages  ( M is )  in  8l-bearinq  mice  was  larger  in  IFN- 
rreafed  tfian  IFN-unt  reared  mice,  and  the  time  course  of  the  increase  of  MS'  number 
seemed  to  parall  .  tfiat  of  the  efficacy  of  IFN.  The  labelling  index  ot  M0  after  l.v. 
inje-tioris  of  'ft- t  tiym  id  i  rie  was  increased  by  the  administration  of  IFN.  M0  obtained 
from  IFN-treated  -  Rl-bearing  mice  were  tugtily  effective  in  suppressing  the  m  vitro 
81  cell  qrowtn  in  a  low  M0-tumor  cell  ratio,  in  comparison  with  those  from  either 
1 f N-unt reated  -  81-bearing  mice  or  IFN-treated  -  non-R 1 - bear ing  mice.  These  results 
l  ndi.  ate  that  the  growtli  of  IFN-reslstarit  tumor  cells  can  be  suppressed  by  M0  in 
IFN-treated  mice,  and  tfiat  tumor  cells  and  IFN  synergist  ical  ly  stimulate  the 
re.  i  u  1 1  mer.t  and  activation  of  M0. 
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1  1  KASTRl't'TI’RF  OK  CCRDAl.  MACKOPHAOFS  IN  SIM  1FNS  KKOK  PATIKNTS  WITH  IDJOPATPH 
HK<.>:l"(VT('PrNH'  TTklTRA.  Y.YAKASHllA,  T.  1SHIHARA,  T.VOKOTA.  M .  TAKAHA.SHI  , 

.1  i  I  ISO.  \ .  MATS  PMOTo .  Hist  DepaMrent  ot  IV.thologv,  Yamague  hi  I'n  i  v<r  s  !  t  v  Sc  her  J 
;  Medicine,  and  the  Schorl  cl  Allied  Health  Sciences,  Yaltaguc  h  i  Iniversity,  I  b* t, 

r-  '  ■ .  I  a  p .  i  r. . 

Spleens  1  rom  28  patients  with  idiopathic  throir.boc  ytoper.ic  purpura  i  111  ) 

•  re  observed  hi  s  t  o  1  op  i  ca  1  1  v  ,  i  mmunohi  s  t  o  1  "f  i  ca  1  1  v  aid  electron  n  i  <  i  c'scop  i  c  <•  II  y  , 
lining  out  attention  or  the  u  1 1  rast  rtn  t  tire  of  rorrtal  mac  r<  phages  .  Sp'evte  t  rom 
patients  contained  foamy  cells  in  the  red  pulp,  and  some  c  ;  them  restated 
nnuni  r  eat  t  ive  materials  for  ant  i-p  late  let  rnt  (body  within  their  e>  tcplastr  . 

'<■  tron  mil  re'seopical  ly ,  eorda  1  macrophages  contained  platelets  ir  varied  stapts 
t  intracellular  degradation,  ar.d  those  containing  numerous  mycl  ii:l  Ike  materials 
cic  est (mated  to  correspond  to  the  foamy  cells  in  the  light  rlcroscops.  In  the 
email  inp,  H  spleens,  foamy  cells  were  tarelv  ohserved.  Howtver,  mars  platelets 
er>  pi  agoc  vtosi  d  by  cordal  mat  rophages . 

It  is.  suggested  that  in  case  of  accelerated  ard/or  long  standing  platelet 
hag.  i  \  1 1  >i  s ,  the  amount  ot  digested  membra!. e  constituents  is  beyond  the  capacity 
:  '•  >  osomal  digestion,  art*  that  the  ir.ee -triplet!  !y  degraded  myellnlike  materials 

>•  riot  responsible  for  the  foamy  appeal  cnee  of  these  macrophages. 
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T-'i  ENHANCED  RELEASE  OE  INTERLEUKINS  AND  CHEMOTACTIC  CYTOKINES  FROM  RAT  ALVEOLAR 
MACR'in.oVd S  AND  T  LYMPHOCYTES  ST IMUL ATE D  W I TH  DUST  PARTICLES.  Y.DCHISO,  Y. KUBOTA, 

A  . '  '.  Ji’.OI  ,  U.MATVJOKA,  *D.P.  HARTMANN,  *E. KAGAN.  National  Institute  of  Radio!  o  <ji"c"a"1 
'«  ieni.es,  Chi  ha  C6 ),  iAPAN,  and  *  Georgetown  University  School  of  Medicine,  ./ashinr- 

M'-.D.r.  C XT,  USA 

Alveolar  rat  ropharesf  AM)  play  an  important  key  role  in  induction  of  pulmonary 
irterst  it  i,i  1  fibrosis  after  dust  inhalation.  We  previously  observed  the  release 
o*  the  i  'emotatin  fron  AM  of  a sbestos- i nha  1  ed  rats.  Since  there  is  little  infor- 
nd*.  u>n  about  trnr  unore  qu  1  a  tor  y  mediators  from  rat  AM,  the  present  study  was  done  to 
toy- igate  the  release  of  cytokines  from  rat  AM  as  well  as  splenic  T  lymphocytes 
SC  stimulated  '•  •  with  fibrogenic  silica  and  asbestos  dusts.  Normal  adher- 

*  AM  population  was  recovered  by  bronc  hoa  1  veol  ar  lavage,  and  normal  SC  were  ob¬ 
tained  from  non-adherent  population  passed  through  a  nylon  wool  column.  Culture 
supernatants  from  rat  AM  stimulated  with  varying  doses(  S  to  1000  ..j'r')  of  dust 
particles  induced  proliferative  responses  of  thymocytes  from  C3H/HeJ  mice  to  PHA, 
whereas  AM  cultures,  by  co-stimulation  of  dust  particles  and  LPS,  enhanced  prolifer¬ 
ation  of  rat  f i brobla sts( NRK  cells)  as  well  as  mouse  thymocytes.  Co-culture  super¬ 
natants  fro r  AM  and  autologous  SC  stimulated  with  dust  particles  alone  also  enhanced 
prol  i  f  er  j  •  i  on  o  f  no  use  thyroc  ytos  under  the  presence  of  mitogen.  Interestingly, 
these  Supernatants  fron  both  AM  ..ultures  and  co-cultures  stimulated  with  dust  par- 
*i-ie,  were  a.  onpanird  with  chemoattractant  activity  to  rat  resident  AM,  as  well, 
'nr- >i  interleukins  and  chero'ac  tic  cytokines  have  a  significant  implications  re- 
■i»r  Ji«-  :  the  pa  *  ho  genes  i  s  and  irr  unologica’.  basis  of  pulmonary  interstitial  dis¬ 
orders  by  inhaled  par*  ic’es. 
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•  \r.:  :  •  :  ;  :.AH  Ki  -  *S*- 1  ••  !<>  I  oS<  ANAVAI  IN  A  IN  I  HI  MU  :•!.  MMi.i.S,  K .  MAIM'SAKI  ,  M. 

n :  b  .  ,  .  .  'ft  .  f  .  ,  i  .  YAMANi  AND  H.  ilAKA.  1st  pailrnent  ot  r ’ . * t  r n » • »  w.v  ,  k>'<  In  Medic  .1  i 

: ;  .  ,  *h-«  h*  ■  ,  i  r  •>'.*»•.  :i ,  K*ii  !ii  ’H  1  -  )  1  .md  »'ub  1  1 1  H«-«  1  t  ti  !  as  t  1  t  u  t  *  ot  Koc  1. 1  I  *  1 r  t  . 

K  •  h  .  1  ,  Jup.it.  . 

st  .  iv  w  is  ;n  t  t  .»!TK‘ii  t .  >  t-v.iin.il  i  eatlv  cvll.il.ii  response**.  t  •  .  v » n  ■  .iii.tv.il  in 
A  >t.  A  J  h«  :ifc»iisi*  spie»*n,  usin>!  mot phomet 1 v ,  iut  ■  ■  r  ad  1  t  aphv  and  i:n  *rpoiation 

!  t:  iti.it>  1  t  J 1  vn,  i  d  1 :  -  .  UK/  1*1.  ttin  »■,  >  t  «>  *  weeks  .»!  u’.t  re  «  1  vrd  .i  single  mtra- 

v**t;  i-  l-.-titi  ■:»  !  i!)li  >1  *  tor:  A  m  D.J  ml  satin*  and  welt  ►  i  !  led  it  viiMus  time 

r.lt  r  v.iA,  ruwinp  t  r>«m  b  hours  to  S  tl.ivs,  ion  pi  1  tritiated  thymidine  was  admmis- 

!  •  t  •  d  a  tit  :  *  ve:».  ».»s  1  v  1  it*  mi  r  prior  to  sit  nine.  <  <n  A  t ■  otl«i«  ed  :*j.t  t  k  r  d  rni.tr  »*<■  men  t  * » t 

t  !.I  spl*  uliat*  pi.;1  Wl  t  !|  Ilillllel'i'lis  Mists  1  ;i  tin*  '  .til  ,*ou»-s  will  ■  h  te.n  tusj  "Wi  \  l  ~ 

..  t  .  a  *  1 1  •  :  i  it*,  nv  .  «  !i<  Mi  r  s  .i!  trr  its  1 1 1  j  i.-t  t  i  •  •  n .  in  tin  .iut  » >  r  id  i .  •»  i  t:.!.s  ,  mu  r  k  ed  .  v  i  n- 

Ii  t  •.•*«.!  n  i  T.r  M  (  s  :  ll.ttlist  iv  l.lt)i  »  rvi  *  c  1  i  s  Well  ■.irmrl'.  st  t  .it  rt!  II!  tilt-  1  ..,**11  /.'IMS  ot 

f  '|«  *'ti;ti  ;»1  i  ;  .  lilt-  I  ‘  ei  i  /"lies  We  I  e  (‘Xp.itid  l  Ur.  *UUl  t  hr  ft  tell  lotlcs  Wi‘li  .  .  Tip  If  s  sr  d 

t  *  tin  ;>el  i  jitii  fv  d  t  hr  I.tlilt  les.  1  hr  rril  pulp  sht'Wod  r.irlv  loss  >t  hi::.. it  opt*  1 1*  t  It 

.  s  «nd  «  :;»•  r»-rTTj.*'it  with  ri*d  hlofd  cells.  M.irkrd  Iw.islit  pr*'  l  l  t  r  t  .it  ion  hftn.it 
}>•  It  t  l  lowrvel  ,  .ippt.irtd  III  t  hr  n*vt  pulp  hv  J  *  lltMlt'S  liul  l>f»  *imi*  tIUl  v  l  flUi  1  bv 

«**  ti  ,i  .  ft. it  .  •  win  t  e  pulp-  rod  pulp  .ire. is  .itid  uumbe  l  s  ot  l.ihi*ied  tells  in  t  hr 
wJ.it  *  it  rt.i'-tj  f . »  .lintost  nc-rru.i.'  limits  hv  <  -  -t  duvs.  1  he  i  ru  •  >  r » r  .i  t  i  t»n  c»t  t  f  i  - 

ti.ited  lliv::inlim  p*r  splem  .mti  per  splieti  nu  te.ised  nutkedlv  .ind  l  e.u  hfd  *i  peiK 

it  hems  .liter  »  c »t i  A.  lhi*.  w.i s  m  .l^reemeiU  with  the  histolo^v  which  slu'wed  mark¬ 
ed  pt .  ■  i  1 1  «•  t  it  i  •  ui  el  Must  it  tells  in  the  red  pulp  bv  *8  hours.  1'hvnudinr  uptake  m 

t  h»  t  hvmus  and  Ivrnph  nodes  was  less  prominent  and  showed  no  sivpwl  want  ltureases. 
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SI'PPHI  SSftl  LYMPHOCVTf  PKOfHirtlON  BY  A  f  RANSf'L  AN  T  H>  i.PANULOC  YTOS  !  S  INli'IFING  MAMMA P  i 
'■  Apr  [  NOMA  IN  Mia.  M.  * .  IM,  G.  M.  FIJI  OP,  C.  P'ISSi  .  Hepartment  of  RologtCdl 
Structure  and  Medi.ine,  'Iniyerslty  of  Wash  i  m|t  on ,  Seattle,  WA  0P,19S. 

Mice  hearinc)  a  *  ranspl  ant  ahl  e  f!  mammary  carcinoma  have  qreatly  augmented 
neutrophil  production  coupled  with  marked  depletion  of  I  ymphoc.  y  t  es  in  the  hone 
■narrow  (lee  and  Posse,  Can<  er  Pes.  4i?:l?SS,  19RP).  To  test  whether  the  narrow 
) ymphocy t open  1  a  was  due  to  reduced  ratp  of  lymphocyte  production  or  to 
lymphocyt ol ysi S  the  rate  of  appearance  of  newly  produced  (^H-TdP  labeled)  K  cells 
(stained  tor  cytoplasmic,  and  surface  expression  of  IgM  u  chains)  and  non -R  (IqM") 
lymphocytes  was  assessed  a*  weekly  intervals  after  Cl  tumor  t ranspl antat i on  on 
radioautographs  of  hone  narrow  and  spleen  cells  prepared  0,  ?4  and  4d  hrs  after  the 
termination  of  a  24-hr  continuous  infusion  of  ^H-TdH.  Following  tumor 
t ranspl antat l on ,  marrow  B  lymphocytes  initially  increased,  while  Pre-B  cells  dropped 
to  barely  detectable  levels  by  the  end  of  the  first  week  and  have  never  appeared  in 
the  Spleen.  Subsequent  1 y ,  there  was  a  marled  decrease  in  both  narrow  and  splenic  R 
lymphocytes.  The  results  suggest  that  Ct.  mammary  carcinoma  cause  a  progress i vel y 
decreased  rate  of  small  lymphocyte,  R  cell  and  non-R  lymphocyte  production  in  the 
bone  marrow  which  is  not.  compensated  for  by  S splenic  1  ymphocytopoi  es  l  s . 

(Supported  by  Ollf  Contract  79i  V  10?70) 
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i'l  FFf  R|  NT;«TI0N  Of  PPOTHVWXYTf.,  INDUCFO  BY  THYMIC  HORM0NI  Tt'-l  OR  TRYPSIN .  I  .H. 
i'lAR.  Dept,  of  R iochemi s r ry ,  Medical  l.'niv.  o<  Puerto  Rico,  -.an  Juan,  R.P.  00936, 
a*\1  h  .  FHOlNBf  RG,  Dept.  oF  Clin,  and  Basic  '.mrunol  .  .  Med .  oniv.  of  South  Carolina, 
Charleston ,  S ,f .  ?Q401 . 

Incubation  at  3/  in  vitro  of  nude  mouse  spleen  prothymocytes ,  prepared  by 
! ovme  serum  albumin  gradient  centrifugation,  with  thymic  hormone  preparation  TP-1 
' i - 1  ng/ml)  for  2  hrs  induced  the  Thy-!'  to  Thy - 1  conversion.  Cytotoxicity  assay 
was  performed  by  counting  the  number  of  cells  killed  in  the  presence  of  anti-thet.a 
serum  and  rabbit  complement  following  incubation  at  37  .  The  TP-1  was  highly 
purified  from,  calf  thymus  by  heating,  ultrafiltration  and  Sephadex  G-25  chromatog¬ 
raphy.  Trypsin  (1-50  ..q/ml )  treatment  of  prothymocytes  also  induced  the  conversion 
to  the  Thy  - 1  *  stage.  Maximal  conversion  (20-30  of  total  cells)  required  120  min 
incubation  with  TP-1  or  trypsin.  The  effect  of  trypsin  was  inhibited  by  prior 
heating  or  by  soybean  trypsin  inhibitor.  It  has  been  shown  that  trypsin  can  release 
glycoproteins  from  surface  membranes,  and  induce  cell  division  in  confluent  fibro¬ 
blasts.  Thus  we  conclude  that  trypsin  or  TP-1  act  by  perturbation  of  a  membrane 
receptor  which  triggers  the  di f f erent l a t i on  process. 
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i  m  '1.  -VI  I  ON  O!  HMTlUNAl.tY  DISTINCT  HAT  MA<  HOI’HAb*  SI  ltlM)|*l  l.A'I  I  DNS  H\  PtRiuI.I.  Df  NS  I  'T 
; :  K  -\  * 1 1 1  NTS  AND  itNIHIFU.M-  H.t  TR  I  AT  I  ON  . 

HohtKI  h  .!  limiN1  and  IM.I  AM  S.  WAI.KMc" 

l  in  tn»n  Mu  rnsrnpv,  M«*<i  i  <  a  1  fatuity,  f  nr  I  »mcrslt  \  .  M.  1007  M<  Am  s  l  •  rd  arr. 
fcPiv  lianuin«  l«*g\  .  St.  .luiW*  (hi  Idrvn'  s  Krsnart  h  Hospital.  Memphis  ,  TN  TMlOl 

f\.»t  peritoneal  normal  steady  state  eel  Is  were  fractionated  in  mast  cells,  eosino- 
l  twlit  granulocytes,  1  ynphoey  t  c*s  and  Dae  rnphugi*  suhpopu  1  at  l  ons  .  haac*d  on  their  buovaM 
((•ns  i  ties  in  a  discontinuous  Here  oil  gradient  five  macrophage  suhpopu  1  at  u>ns  could  he 
is<>.  a  ted  and  as  a  by-product  (based  on  their  high  densities)  quite  pure  tractions  ot 
mast  til  Is  and  eosinophilic  granulocytes  respectively  were  obtained.  Based  on  their 
differences  in  cell  size  in  a  centrifugal  elut  nation  at  least  seven  macrophage  ( V10 ; 
subsets  were  isolated  and  as  by-product  a  very  pure  lymphocyte  fraction  could  be  ob¬ 
tained  In  both  separation  procedures  the*  overall  viability  was  DOT  and  the  cell 
recovery  ranged  from  5.Vloo:  Klee  iron  microscopy  revealed  excellent  ul  trast  ructural 
and  t  \  tec  hemic  al  preservation  of  t  fie  different  <eil  types  and  macrophage  subsets, 
e  s  p  e »  tally  after  centrifugal  elut  r  lat  nm  .  functionally,  the  high  densitv  M0  subsets 
(IVrcoll  grad  i  edit)  were  only  slightly  enriched  for  ADI*  as  compared  with  low  density 
Me*  subsets,  however,  large  sized  Me?  Huhpopulat  tons  (centrifugal  elutriation)  were 
dramatically  more  capable  to  mediate  ADD  as  compared  with  small  si/ed  Mu'  Kubpupu  lat  ions 
(  *x  *  Ihis  difference  parallelled  the*  capacity  of  large  M0  to  phagocytose  much  more 
Nkb(  (nut  rovisual  evaluation)  and  an  increase  in  Kc-receplor  ac  t ivttv  (ro/etting  assay). 
J'nl  imui.in  experiments  do  indicate  this  is  due  lo  an  increase  in  number  of  Kc  -  recept  ors 
per  unit  cell  surface*  area  in  these*  large  macrophage  subsets. 
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1  ’/  CHI  LL'bLVlA  AM  I'fW-'y  1,111 
. M0P 1 1  Departments  ot 
wed i i dl  i:niv . ,  Izuirc  f-H,.'apan 
M*  virus  p  roduc  i  nq  arid  ore  non-produc irg  tel  1  lines  were  established.  >e  ‘ermer 
were  divided  into  I L  -  T  dependent'll  and  irdejendent  I '  cell  lines,  t;  cells  were 
smaller  and  indis*inguishable  from  norrral  lymphoblasts  whereas  1  cells  were  larger 
'  'u>  nr  i  c  cells.  *  cell  differentiation  artioers  as  wel'  as  ‘urn  tional  ll-.?  receptors 
wi-re  well  expressed  by  b  cells,  whereas  la  antigens  were  always  present  or  the  sur¬ 
face  o*  both  1  arid  !  cells.  Virus  production  was  variable  amonn  those  cell  lines  and 
•rowed  no  correlation  with  the  expression  o*  differentiation  antigens  or  IL-T  recept¬ 
ors.  Culture  with  medium  supplemented  with  human  cord  serum  had  cells  keep  expressing 
"nse  cell  markers  ‘ar  better  than  with  fetal  cal*  serum  without  addition  of  1L-?. 

:  /mi  hoc  y  Tes  injected  with  ATl  virus  in  vitro  and  lono-term  cultured  with  or  without 
were  examined  and  revealed  that  much  of  the  character  ot  ATL  cells  appeared  on 
*  hose  m'ected  cells.  Thus  experiments  with  those  transformed  lymphocytes  might 
;rovide  with  materials  ‘or  the  analysis  of  mechanisms  underlying  malignant  trans‘orm- 
a  ‘  i  or  . 

A  virus  non-producing  cell  line  appeared  after  the  culture  ot  ATL  cells.  They 
lacked  ATl  provirus  genome,  but  were  unique  in  that  about  5  of  cells  possessed 
njclear  or  cytoplasmic  antiner  which  reacted  with  antibody  present  in 
AT;,  nasopharyngea  1  cancer,  infectious  mononucleosis  and  malignant 
;a?ients.  This  antigen  seemed  to  be  different  t rom  known  LBV  related 
exact  nature  are  under  extensive  examination. 
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•  1  .if  human  M'.inoc  »  *  *  tut  i  ;n(  r  b*  na  T&Av-.»ErTinv  ».  uac,a:a.  r,.  ding, 

■v,  ;  ;  **V  V-  A 1  *  i  t"'.!r>in  '•  1  - «•  jo  Of  Medic.  in<- ,  Bronx  ,  NY  lfjlf.l 

k,i  •  jener.it.-.:  ”h  .run  ,  T  '  i  -.  *•  •  1  linn',  from  peripheral  t>  1  ood 

,  b,  tr.»r  1  n."  w  1  ‘  h  bath  7,Mf  [  NA  I’.oMted  in  the  Origin  r,‘ 

•  ,  ■ ;  ■  i ;  •  i  in  »•  •  •  •  i  •  >■  '  f  ’  i"  f  he  1  n  >  '  ;  .ivonor  /t  i ,  ,  n  1  '  linn 

;  ' '  i  ,  ef  hv  1  er.e  was  .mmi  *n  fuse  a  i  a>’<  ,  nrnc  i  pi  t  at  p  o*  DhA  wi  th  peripheral 

b  1  ood  -lonoriv,'  lean  r  n !  !  •.  drawn  in  the  presence  of  roonnc  vte  spec  i  *  ic  growth 

♦a,  tors.  fi.n  linns  na*n  been  obtained.  A  1 1  linns  obtained  phagocvti/e 
at**,  bead'  passes'.  • .  and  1  r«  eptors .  All  set  rete  lysozyme  and  col  lagenaso 
irrt  s  t  a  '  n  posit  i  y  ‘or  non  spec  i  fit  ost  nrase  .  In  add  i  t  •  on  all  the  linns 

i  .press  OKI  and  intigens.  and  express  both  O'  and  1',  ant  ignns.  'hose 

inns  s*r  slate  both  a*  >ogene  ic  and  autologous  mixed  1  yr  phoi  yte  rear  t  ions.  We 
a>  »•  i  ,,rren*  1  ,  st  idvir  i  whnth.  r  »hev  can  sut-st  it  ite  for  primarv  monorvtns  as 
n  i  essor  irlis  •  n  ar.t  igens  presentation  assays  . 
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r C>TABL ISHMFNT  Of  HUMAN  MONQCYTf  CFLL  LINES  AND  SECRETION  Of  INTERLEUKIN  I. 

A.,l.  TREVES.  V,  BARAK.  M.  YEMI_NX  M._  MAI.  PER  IN ,  M.  MALjMj  ,  Y.  MILNER.  Department  of 
RariTatTon  T  TTTnTc  aT  uncoTogy",  HaFassaK  UnTversl  ty' HospTtaT,' TuTO  .  12000, 

Vrusalem  41  ] ?0 .  Israel . 

In  the  present  study  we  investigated  two  methods  for  the  establishment  of  new 
lunar,  monoblastic  cell  lines  whu.h  preserve  some  of  their  ability  to  secrete 
•son  ok  i  nes .  In  the  first  method,  we  have  developed  hybrid  cell  lines  between  human 
peripheral  blood  monocytes  and  the  mouse  myeloma  cells  NS1.  These  hybrid  cell  lines, 
which  originated  from  a  heterologous  combination,  maintained  some  of  the  human 
chromosome  complement  and  their  mixed  karyotip  remained  stable  in  culture  for  lonaer 
than  two  years.  Some  of  the  hybrid  cell  lines  secreted  consti tuti  vely  an  interleukin 
1  ( I L 1 )  activity  to  the  culture  supernatants .  Biochemical  and  biological  analysis  of 
the  secreted  product  indicated  its  similarity  to  IL1  activity  secreted  const i tut i vely 
from  primary  cultures  of  human  monocytes.  In  a  second  approach,  we  have  studied  the 
conditions  for  t  he  establishment  of  cell  lines  from  patients  with  acute  myelo- 
monoblastic  leukemia.  We  have  developed  a  method  which  combines  the  use  of 
macrophage-feeder  layer  and  cloning  in  semi-solid  media  to  improve  the  rate  of 
success  in  the  establishment  of  such  cell  lines.  By  this  method  we  have  established  a 
new  mono-myel obi asti c  cell  line  which  consti tuti vely  secretes  an  IL1  activity  to  the 
culture  supernatants .  In  addition,  higher  III  activity  was  obtained  following  incub¬ 
ation  of  the  cells  with  various  macrophage  stimulating  agents.  Other  established 
myelo-monoblastic  celt  lines  were  also  found  to  secrete  an  ILl  activity,  but  some  of 
tnem  also  secreted  d i a  1 i zab 1 e  as  well  as  non-dial izable  factors  which  inhibited  ILl 
activity. 
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PAP  1 1  MACS'*  IS  IOP  MAI  KiSAN'I  IIISI I  CM  YTOSIS  B1  BHIfYCaAl  PKPPARAI  ION ,  BOM 
HA  HR  Oh'  ASPIRATION'  AM'  LYMPH  NOI'I  IHPR1NI  AM'Sii  PI  AM  I.IAGIM.  livision  of 
ilematclogy,  Pepartment  of  MeJicinc,  lacults  oT  MeJicinc  Siriraj  Hospital, 

Hahidol  University,  Bangkok  1  ,  IhailanJ. 

'lalignant  histiocytosis  is  a  rapidly  progressive  disease.  Clinical 
presentation  usually  mimics  infectious  diseases.  Prompt  diagnosis  may  alter  the 
clinical  course  with  the  hope  to  prolong  survival  and  eventually  to  cure  in  some, 
he  are  presenting  the  values  of  huffy  coat  preparation,  hone  marrow  aspiration 

ar.d  lymph  node  imprint  for  rapid  diagnosis  in  SO  patients.  The  diagnosis  was  l 

mainly  based  on  the  presence  of  malignant  histiocytes  and  phagocytic  cells.  These 
malignant  histiocytes  showed  plemorphic  appearance  which  may  he  a)  lymphocyte-like 
with  small  distinct  granules  b)  monocytoid  or  monohist locytic  histiocyte 
c,  blast-like  with  small  distinct  granules  dj  blast-like  without  granules 

ej  blast-like  with  vacuoles  f )  bla't-Jike  with  granules  and  vacuoles.  The  size  y 

of  these  histiocytes  varied  from  Id  u  to  30-70  u  Phagocytic  cells  showed 
variation  in  maturity.  The  degree  of  cytophagocytosis  were  also  variable. 
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*  m i s ;  i  >«  y:  i«.  -ms  in  maik;nant  kihkoi  s  histiocytomas 

►•n.  .i  n  »i  ' .  A.M.  van  I'nnif  ,  Institute  of  Pa  t  h*  •  1  ov’v  ,  Pas t eur s t raa t 


M  I  i  j  gnan  t  1  j  hr  ‘i»s  ii  i  s  t  i  <».  v  t  emas  (MFH*  man  i  f  *•  s  t  a  t  l  h  r  ■  *h  1  .is  t  i  c  and  also  a  hi  s  t  i  o- 

v!i>  morph.  1  *»gv  •  The  origin  ot  the  histiocvti.  t'i:nero*l  Is  is  not  vet  el  ear.  from 

ill  ii  r  and  ele-  troll  nil  *  rose  op  i  r  a  1  studies  it  has  heen  proposed  that  thev  could 
r  jviti.itf  from  und  1 1  terent  i  at  ed  or  t  i  h  roh  \  as  t  i .  .ells.  On  the  other  hand  the  histio- 
vti  ells  share  tnanv  charaet  er  i  st  i  *  s  with  mono  vies,  so  that  also  a  monov'vt  i  c  or  ig  i 
has  hren  suggested.  The  purpose  ot  this  study  was  to  characterize  soft  tissue  tumors 
i SI l  «  and  malignant  hi st iocvt os i s  (MH)  with  several  monoclonal  antibodies  and  anti" 
.era  on  !r»»?en  and  deparaf  t  i  n  i  zed  sections.  None  ot  the  STT  cells  express  monocyte 
spr<  .tit  determinants,  whereas  MH  tumor  cells  were  prominently  positive.  All  of  the 
MHi  tumors  express  fibroblast  specific  determinants.  HLA-Dr / la  antigens  were  present 
■n  all  MH,  »ii  SOT  ot  the  MFH,  hut  not  on  other  STT.  Peanut  and  soya  bean  agglutinin 

\>  i  ml  i  ngs  s  i  t  »•  s  ar«*  present  on  MH  and  on  a  snw  11  part  of  the  MFH  cases.  MH  and  MFH 

express  h«-th  alpha  j -ant  i  t  rypsin  (AT».«nd  alpha .-ant ichynot ryps in  (ACT)  antigens. 

I'here fore  we  propose  that  (he  MKH  tumor  cells  do  not  originate  from  monocytic 
••ils  hit  t rom  fundi f ferent iated)  fibroblastic  tells.  During  transformation  into 
hi  st  I'M  vr  e- 1  i  i<e  ells  these  tells  can  express  several  characteristics,  which  they 
share  with  tissue  macrophages,  tr  .er  which  HLA-Dr/la,  AT  or  ACT  antigens. 
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::,nTiiiiN  pv  in t v  and  riu  in  hi -man  t  v:i'iio«as  .  k.  maki  vava,  s.  moou/.i'ki,  k. 

•AAA'N'KA,  M.  'TiAHHI,  1.  ITKINIUMA,  N.  KOSHIKAWA^  T.  TAKAi ;  I  ,  M .  NAKAN'O* ,  l.il. 

’  AM/'K  I !  \s  4  *  ,  }'.*  .  TiNSKN**.  (hibi  (‘anrer  (enter,  ^  1 1  i  V> -*  dHO,  lapan,  Rvukvu  l‘ni- 

vi  i  ••  it  of  >Vd  i «  i  ne ,  Okinawa  ld).\  lapan,  and  **(vtote<hf  (  \  f  * .!  1  J  I  ,  ISA. 

i  he  possible  dual  i  nvn  1  VfmiiU  t  *  t  IUI.V  and  KBV  was  examined  in  41  non-Hod^k  i  n  ’  s 
'Mil  anti  l'i  Hody.kin's  (Hi  lvrophomas.  Srra  o!  these  >1  patients  were  tested  in  t.i.J  -A 
.it  1:100  Hilutien  !c  puritied  HT1.V.  Sera  t » t  S  NH  .nul  1  H  patients  wt-rt-  positive. 

'ill  i  ul  t  uii-s  tier  i  veil  from  tumorous  tissues  obtained  I  ron  Ik  <14  NH ,  *  li)  of  t  hese 

pat  i«  :  ••  wore  examimd  olertron  mirrosrttpv.  hart  i«  les  resemMim;  retrovirus  wer*- 
a  en  in  i  <  1  *  i  NH  ,  iU  cultures.  Herpestvpe  particles  were  seen  in  (t  No,  J  !i)  o« 

?  •-.*  se  i  ulturos.  i  ul  turos  derived  from  1  (J  NH ,  1  li)  pat  ients  whose  sera  p.ave  hiph 
i  is..\  v.  tines  to  liTl.V  were  toimd  t  o  produce  part  it  les  rcsonM  in;.:  both  retrovirus 
■e  \  \  .e-  in  r;’osvirus.  Varvinp  percent  avfes  <»t  rolls  ot  these  .1  •■ult.ures  reacted  hv  tie 

;*ir:  in,'!  ’.i,  Tv'M  eiicc  with  nonoc  1  oii.i  l  antibodies  to  different  proteins  oi  H1IV,  ami  were 

•  b\A- po*.  i  t  i  ve .  Hesults  of  surtaee  marker  anulvses  hv  l.-R  ami  HAh-K,  i  nmuim  f  1  u< '  re  s- 

•  tr.ee  with  different  nomu!oii,i]  antibodies  to  i-tell  or  B-c  e  1  1  surtaee  markers,  and 
immune ‘a., -ul  assavs  showed  that  P>(b.  <•!  eel  1  s  in  t  host-  i  ul  t  ures  had  K-rell  markers  and. 
tiiat  some  numbers  of  tolls  had  both  7-  and  H-rell  markers.  HTI  V  ami  I'.BV  in  one 

f ‘.e-e  e  i  j  1 1  : 1 1  e  ••  were  o.isi  lv  transmitted  to  peripheral  blood  i  vmpiioe  v  t  es  "t  normal 
adult  i  mi  i  v  i  iua  1 and  induced  unique  i  hromosom.il  abnormalities.  After  inteetion, 
t  r  «  -t  1  r.phtM  \  (  es  exhibited  remarkable  r.'ihant  of)  growth.  These  result-,  indicate  to.  1 1 
'■-r;.  human  l  vnphomas  parti«ularlv  those  with  lineage  inf.d»  litv  nav  be  into*  ted  iuul- 
1  v  l>.  ii'l  1  V  a:ni  1  BY  that  are  eapahle  of  transforming,  normal  lvnpho.  vtes.  1  he  role  'f 
H.osr  vinisr-.  in  pathogenesis  oi  human  lvmphoma  should  he  turtiiet  invo.M  ip.ated. 


Chemotaxis  and  Accumulation  of  Elements  of  the  I  Symposium  J6 
Mononuclear  Phagocyte  System  |  Room  D 

SI  6-1 

HI ’MAN  MONOCYTK  OIKMOTAXI S :  3  POPULATIONS  DIST I  NOT  ISHKD  BY  FI  NOT I  ONAI.  AM)  FLOW  O'T'1 
MF.TRU*  ANALYSIS.  K.T /.J^ONARDj  A.  SKKKL,  K.  Al.TKRl.  NCI,  Frederick,  MU  ?  1 . 

Only  20-4  0*  of  human  blood  mo  nor  v  ten  mlgratf*  to  ch  «noa  t  t  r  art  ant  *».  To  analyrr 
thr  basis  for  non-res  |«ons  i  venes  s ,  va*  used  a  f  1  nor  e  see  i  na  t  ed  tetrapeptide  attrarian*, 
i  Met  -  Leu-Phe-hy-KI  TC ,  for  both  ligand  binding  and  ch«*otaxis.  In  r>  experiments  M.«* 
number  ot  monorvtes  that  migrated  to  the  optimal  at  t  raft  ant  concentration  flf)"^V) 
was  34  +  3*  «>f  the  Input  number.  For  ligand  binding,  cells  were  equilibrated  at  n'T 
with  f  Me  l  -  Leu-Phe-l.y-f  l  TC,  washed,  and  analyzed  for  fluorescence  by  flow  cytometrv 

Individual  cells.  This  had  the  advantage  ove  r  bulk  binding  studies  of  determining 
whether  all  or  only  a  S  of  cells  bound  the  ligand.  Binding  at  0°C  was  complete 
within  20  min  and  was  inhibited  by  unlabeled  peptide;  saturation  occurred  at  3xlf}”'v. 
At  saturation,  r>  3  ♦  3*  of  the  monocytes  had  detectable  ligand  binding.  The  apparent 
(uncorrected  tor  quenching)  number  of  fluorescein  molecules  bound  per  ligand-binding 
monocyte  was  33xl(l3.  From  this  Individual  cell  analysts  we  can  define  3  populations: 
(1)  monocytes  without  reieptors  for  the  ligand  -  about  307  of  total  hlood  monocytes; 

I  2  1  ligand-blndlng  monocytes  capable  of  migrating  to  the  attrartant,  comprising  2'3 
of  the  total  ligand  binding  monocytes  (347  ml  gr  a  tors  /  3  37  llgand-blnding  cells);  and 
[3)  the  remaining  1  '  3  of  ligand  binding  cells,  which  did  not  migrate.  Thus,  chemo- 
tactii  un  res  po  ns  1  ve  nos  s  may  he  due  to  absence  of  ligand  binding  or  to  events  subse¬ 
quent  to  ligand-receptor  Interaction.  We  have  2  examples  of  the  latter  (diminished 
responsiveness,  hut  unaltered  ligand  binding):  [1|  Immature  monocytes  that  repopul.it, 
the  .Initiation  during  1  eukapheres  1  s- i  nduced  mnnorvte  depletion  (Blood  h2:9]8)  and 
I-’i  miuvuvti".  utter  .ul’ure  In  autologous  serum  f.>r  only  2  hrs,  the  diminished  re¬ 
sponsiveness  ot  wtiich  .an  he  pri  vented  by  10~*'M  serotonin  (Fed  Proc  43:388,19X4). 
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o-r.  .twt,  i  ..  •V  ;  ».)  ,  i  i  ttrV;.y,|  )u  ,)(  Chii  -tL'.'i  *■  lOdj  it  Jg  3/  WILLS.  •).£  .  Chenowctn , 
'-•A*.  t"'1  *  •  vijn  WfMleJ  .  t)A  Medi  ca  I  Center,  ban  ill  ego,  CA  a  c'  1 1>  1 

’he  cot' 1  **  ter  i  veil  ,  nenot  act  W.  fdi.tor  i.bd  artaphy  I  dtoxi  u  hinds  to  Specific 

receptors  t  » in.)  on  .sr  anul  p.ytes.  normally,  the  hjian  histiocytic  cell  line  Nj/, 
"he n  yr,»vh  m  continuous  cult  ire,  does  nut  specifically  hind  either  l''"5!-  or 
'  i  ;  jresse'ie-l  d!>e  I  led  human  Ida.  however,  dfter  cultjre  of  these  Cells  at  a  n 


l  *’  1 1  i  d  1  density  of  >.*>  «  1-P  cells/nl  tor  Id  hours  in  tne  presence  of  1  mM 
lihutyryl  cAMP ,  H  i  ’  cells  eyress  Cba  receptors  that  .  idy  he  readily  detected 
:y  either  *  ‘y') !  - 1  i  .and  hindihj  assays  or  flow  cytomet r, .  witn  serving 

'13  a  ligand  p r o n e ,  tne  sa  receptor  of  dirtutyryl  cAMP-i nduced  cells  has  an 
apparent  f  d  if  1  to  d  nM .  typically,  these  cells  e  v  res  s  an  average  of  l/.l,di),j 
*  4j  ,dci  )  r  e ,  t  v  t  j  r  s  after  induction  and  /  i  to  rtd  percent  of  the  induced  cells 
Stain  al’n  f  I  joresce'u— '  sa.  dl  fi-.ityr^  |  cA4*-t  reated  cells  not  only  acquire  Lba 
receptors  hut  also  heco.ie  responselve  to  this  stimulus.  For  e*a.iple,  Ida 
p  romotes  Doth  c  hei  iot  act  1  c  migration  (LdgyM.  J  tod.h  nM;  anj  de^ranu  1  at  l  on  (L.)gj 
fur  p  -  ,  I  u  co  run  i  dase  and  u-acety I *p -j lucosam nl dase* 1 .  d  to  1  ,  b  nM  )  of  dihut/ryl 
i  nduced  cells.  Additionally,  the  Lha  receptor  of  these  cells  remains 
functionally  active  in  Doth  cytoplast  and  plasma  membrane  preparations.  these 
findings  demonstrate  tnat:  1)  dibutyryl  cAMK  promotes  expression  of  Doth 
oligopeptide  chemotactic  factor  (Fay,  Ot ,  et^  a_U  Inf.  limn.  41:  libo,  lgdj) 
and  Cha  receptors  on  193/  cells,  d)  tneCba  receptor  of  these  cells  is  functionally 
indistinguishable  from  that  of  normal  granulocytes,  and  3)  these  cells  may  be 
extremely  useful  for  further  biochemical  character l st l /at i on  of  the  Cba  receptor. 
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:  ;  "■  r  v  r  :  M.-t  U.-.i-l'h-  TMI.li  ,i  rri  i  D  o  I  <  io  ir. 

'  '  '•  ‘v ■  >;  ;  i n  <  i  i  i.'s  <i!  {k:’.  \  roi  phorvi-’  i  <••-!  r  1  • 'ukoc.  t  <■  s 

*•'*  "  *  ‘  '•  »•"»'  *'d  t>rd«'r  to  ••  1  ic  i  d.it  «•  fqui.lt  to::  <;! 

■  r.  »  r.  !  i  r  :•  ,i  t  or  \  si'.-s.  Tr--.it  it --nr  rr,  const. in*  cur/vn  • 

n  !  :'!  i  '">'1  1  !  t  ♦  <  :  toot  . -n  i'.Vf,  .idh.-sion  volocj  - 

■  ’  ’  '  1  *  ■ "  r  -*  •  *  r; .  i ,  *  fit  n-*‘n  t  KM;,p  concoi.t  r.i*  ton  qr.vl  n-nt 

•••  t 1  -'-y--  I  ,ii  i  :i> -s  1 1  r.  v.'Iih'  i  •  •,  mil  t  !i<>  s  jj  .|  .fis  l  . . f  f  •  •vt  •: 

"  ■  !  '  ;  !  or  :  •  r.  *  j  r.  *  h  •  •  t  t  <  s.  ■  tu-  <•  of  A  I' .  T  i  o.i  t  rf  r. »  j .  y  1  0  •  or 
i  A'  W"  •]  ; ;  ;  ;  .  .  o{  .1 1 1  h"  • ",  1  '  Hi  V*  -  1  ('j.  *  |  t  %  .  !.OW  COnOTit  1  I- 

5»  *  ot  !■■'!. l-  ruk.-ll-,  .tviirio.Ml  ♦  h«*  s .ipi  r css  i \ . (tort  <>: 

■  ■  "  1  ’i*  *  w ■  Uowr.  to  !>■•  st  i  noi  1  .it  t  tiio  suppress  1  at; 

'■  1,1  •  •  o  I  •  .'It  .  it;  •  t  t  o ...  no  o  !  A  P  r>  t  ::.d.>r  SM!.  I'  concert - 
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at'  :.n<s  uni  maphv  tran: ;n avtat i < tn  in  a  I'ATtrtt  with  i.ympwma  typf  aivt.t  t  cfij. 
:ry?>r-\.  \.w  ,  k. sakai,  K.yww3*nu,  iakawant.,  k/takatoti,  The  2nd  nnpt.  °r 

!•  •<  ;  '..i ;  'fcx*;  Ktirur*'»(  I’d  iv»*r  ;:j  ♦y  Srhrw'l  «' i  rv«  • ,  I'.SHMTtlA,  N,i*  ; 'to  1 

*•«  •’<  r.i  I  ik'Sjlf.il.  M.YOfTlTnA,  t'.mrt'r  ’m-t  l  tut*  ,  li;nn, 

A  i  .  -v< M  S'mlo  wit.1'  lyn^txi'M  *vj»-  vtulf  T  <v'.  I  Irhikofri,!  (ATI.)  w.is  treated 
w ;  •  •  •  :  ■  f  i<  'ixn  •:  cio  ■*  Ix'T  lyy  irvi  .nit  *  A  «y  wjp  txirx-  rurrviw  t  ransf  !  aitt.it  1 ' >r, .  She 

v  t.  ,.»-)•«,,<  :  ’.i!'..  1 ,  !'»M,  ‘  I  *  .  vr'i  m  I  1  yrph.vk'rv f  »“■» hv .  The 

«?•«!*  ■':'!*  w  !<  4 .  A  j jet  (TTi';  WHC’  war  0,  Aon.  Nr.  ibrx.rrul  'fils  were  lourvi  in 
10<*td  o:  lore  nHrrfV.  ‘  <Vi  ii  •!• .six:  *  lv  'ibnrrnvi'.  'n.take  of  It. 

T*v  mxk‘  l>i*^isv  rf*v»Yi  !•■<!  rxin-Ikxicikir  ‘ c;  t •.mphrrw  <>f  dif tuae  lar'je  ''••11 

•  .  I',*-  ’.'..TV*'  rwnii  *  v!  Is  w>t«»  SKI*'  rr>s«»t  t«»  ;»>r  itive  T  f.t'l  Is.  The-  ant  : -ATI  A  (ATI. 

-■  ..»*•«:  .i:-.»  ltjitn)  .in*  il«viv  in  ,»'nr  was  pnrit  i •.•*•.  HTt.V  prvvirvi]  Ijna  was 
:.n  :  i*  »»i  ir.  '.vnvh.  :x*V  'fils,  Kit  net  in  }«»r  lfheral  t'Axxi  lyr^fry'/tes  and  br.rx.' 

v  -i  ; .  I'rr  rhesi-  ‘lata,  six  was  diaonos**!  lynjiherw  tyj**  ATI.tV.maquehi  et 
i.,  K  >«:,  ’  '»s4> .  Kr»n  ",<•  ninth  tv  eg  ital  day  six-  wa-  tiwitixi  with.  1<  x  *a  1  irradi- 
>.•  :  •  t.  •  n<i-k(*  it  a  I  >•  s<-  Mi  (!y>.  <».  ♦  }*■*  2r>t  h  fx.'spit  al  »Uv  tlx-  -alriur.  was  c> .  0 

"«i  il .  I  i<r  **>•  '♦  h  tx'S}.ital  Liv  •  he  was  treated  with  errbinat  mr.  -txrr.  trxT  ifjy . 

i':i  •  ti  trans;  ianta*  ion,  six-  was  .jiven  iarqe  k.>w  .■yrlof/hr  splkiride  and  in  tn*al 
K»tv  :  r  >  adiat  ion .  (»i  VLn.'.h  ' ,  i  <»«4 ,  >  T'/njresx-ved  ant  el'  mis  bone  iwfw  was  tlwiwrx! 

•:  :n.!u;w*t  »< .  *lr  f*1*  ien*  .  At'i-i  t  r  u.sj..  l.intat  ion  she  is  well.  Autolotrius  hone 

*  rar.sf  la:  •.»♦  w  n  rev  !»•  <**  <  t  toomnerxial  le  af*.n>.>(tx.s  f't  'lx-  t  reatrxtnt.  of 

. "V't  r»i  ATI  . 
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ANTISUA  A&AIN'-.T  THf  IMIUCfP  FOP  I  Mt  01  FFF.RF  ST  1  AT  ION  OF  HUMAN  LEUKEMIC  CELLS  TO  M0N0- 
1. 1 1L'i-MAf.ROPHA(j| ,  J.*.  CM  1  AO* ,  K.  LEUNG*.  *  New  tort  Medi.^I  Colletje,  /alhalla,  NY 
Jii'iVL  ,inrf  *Uti i n  Strfte  University,  Columbus,  OH  4 3?  1 0 

Human  myeloid  leukemu  (ells  from  re!)  lines  or  patients  with  arute  myelogenous 
leukemia  nave  been  demonstrated  to  be  induced  to  mature  by  a  T  sell  lytnphokine  from 
lymphocyte  conditioned  medium.  !n  vitro  maturation  mdu'tion  and  the  lymphokine  activ¬ 
ity  have  been  assayed  in  liquid  culture  with  leukemic  cells.  When  leukemic  cell  line 
HL-60  promyelocytes  are  analysed  with  lymphocyte  conditioned  medium,  a  terminal  diff¬ 
erentiation  to  monocytes  and  macrophages  is  resulted.  Ihe  mechanisms  involve  a  cessa- 
ston  of  cellular  pro! i f erat ion  and  expressions  of  characteristics  of  maturing  mono- 
i.  ytes-mar  rophages  including  an  acquisition  of  complement  receptors,  phagocytic  function 
and  mature  morphology  etc.  Antisera  against  the  lymphokine  maturation  inducer  activity 
have  been  obtained  in  rats  using  the  inducer  as  antigen  isolated  from  serum  free  culture 
medium  conditioned  with  PHA  and  alloantigen  stimulated  normal  human  peripheral  blood 
lymphocytes.  The  inducer  was  purified  after  salt  percipitation,  DEAE ,  gel  filtration 
and  uD>  e 1 er t rophores i s  and  retained  the  full  compliment  of  induction  activity,  incor¬ 
poration  of  the  antisera  into  HL-60  di f ferent ia t i on  culture  resulted  in  a  dose  related 
blockage  of  the  maturation  development.  The  cessation  of  cellular  pro! i ferat i on  and  the 
mature  cell  expressions  were  both  reduced  by  each  antiserum.  Isolated  inducer  snowed 
no  i.  •.  .  interferon  activities  and  the  antisera  did  not  block  the  antiviral  activities 
of  these  interferons.  The  maturation  inducer  as  a  regulator  tor  monocyte-macrophage  dev¬ 
elopment  is  suggested. 
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•.ARVl.Tvri  IVOl  T 1 0*4  or  THf  TRANSFORMED  R-lYMRHOCVTfS  WITH  A  t('i;U)  S.  FUFIIHAPA, 
VAM  ft, ,  h.  tittNO,  T.  KAMF7AK I ,  M.  KANNAGI,  K,  KITA,  K ,  MASH.  M.  NISH  IGOR  I, 

.1(1- ISO,  **.  vAMABl.  Faculty  of  Medicine,  Kvoto  University,  Kyoto  fOf,  Japan. 

.*val  iafe  the  t  urnor  iqon  ii  significance  of  chromosome  aberrations,  we  examiner) 
!  anjoel-karyot  vpes  in  IT  patients,  whose  tumors  contained  clonal  cells  with  a  t  f  R ;  1 4 ) 
.  one  patient  had  diffuse  mixed-cel  1  lymphoma  following  common  variable 
t-r  <r  ‘  ntef  i i  enc  v ,  and  the  major  tumor  population  showed  'eripheral  T-cell 
jroierfies  ! -Pi  f  ,  ok’  -  3  A  In  this  patient,  mitotic  cells  from  the  lymph  node 

were  opta  i--r‘d  only  tv  the  stimulation  of  T-  and  R-cel  1  mitogens:  PHA- respondent 
ells  ran  a  nem-,,1  fpr-rale  k  ar  vot  vpe[  46  ,X  X  ] ,  and  PWM-respondent  cells  shewed  Vie 
;  F  »‘Spru  <  i  »f  t  *.<>  '  *■*  11  poputat ions[4h,XX/46,XX,t(R;lA)].  The  other  11  patients  had 
*  ype*.  of  nun-1  cell  malignancy,  and  available  mitotic  cells  were  easily 
>!  •tamed  wit  he./  anv  mitogens.  Four  patients  with  diffuse  large  cell  lymphoma  and 
..re  pa* -ent  \  r  *  he  leukemic  phase  of  follicular  small  cleaved-cel  1  lymphoma  had  a 
■  •  t»  lire  showing  highly  complex  karyotypes,  fin  the  other  hand,  6  patients  with 
1 1  f  f  use  s'-  a  1 1  none  leaved-cel  1  lymphoma  including  Burkitt's  1  ymphoma- 1  eukemi  a  had 
relatively  <■  i-ple  karyotvpes,  and  the  3  patients  had  some  subline  cells  in  addition 
•u  t:„.  -.tpr  one  cells  with  a  f  (K;14).  These  findings  suggest  that  transformed 
!  - '  /-prior  ,-tes,  narked  primarily  with  a  t  01;  1 A  )  {g24  ;q3?  ) ,  could  enhance  the 
•  jripr i,;en i c.  pnterd  lal  over  host -def enc  e  mechanisms  through  the  karyotype  evolution 


Pit  -4 


•iv  •  ;  •  \  ;  ;>  i  v  ••  ;  r : m  v-v  cm  iuri  ’<  mi  i.i.n i ,•»  mvj'im  mil", 

k.  .  :  *  :  v;\,  >..  uziikj ,  m.  v.c,  i  .  nakamui,  k.  iki.n.\, 

.  ;  ••  .  \  ••  \  ' i  >  \  .  ;i.-;>  i  i  »  -.ent  •>!  Medic  i  Ilf  ,  i  Mil  i  ve  1'.  i  t  v 

1  mi  ’lei),  in--,  i  <'  1.  v"  ,  1  ,i  pan  . 

i  t.i’.i"-  !  dace.!  t « *  .!  i  !  I  e  tail  f  i  a  t  e  t  i  on  leukemia  cell--  In-  various 

.  ;  •>-i!i  i-r  . !  i  :  )  r  >  r  !  !  i  i  v  ii"i-  .1 1  i--a  e  mp  lia  ge  l  n  c  v  t  ik ■  lie-i  i  c  a  1  and  i  mini  no  - 

‘  ■■  i,  •  ■  1  ‘  p.'.c  :s '  ■  t  >  p.- s .  d-.i-uld  vlesc  rive  biological  natures  «>i  these 

•»"  r r -I ,;e:  . 

*!a  .  i  uj  cage-  m  In.  '.I  I  in:  aoite  rive  loli  I  as  t  i  c  leukemia  i  Mi  and  'V  I 

-ell-  !  •  !  ■’  let  Milei  ,i:im-|  phorhol  IT  acetate  i  'i  ('  \  i  had  puagoc v t I i 

.  i  •  f  i  \  l  ?  i  ’■ '  a  :i  I  K  i  e  v.  ep  t  <)  r  s  ,  Mo  i  phn  1  o  g  i  c  a  1  changes  with  1 1' A  are  leriar 
*  ailr  in  Mj  ells  than  Mj  cells.  Macrophages  induced  i  i  on  leukemia 

•ells  l"'t  t  hi-  a!>  i  1  l  t -.  "I  pinl  I  li-iat  inn.  Ill  p  t  on  ye  1  ill  v  t  i  c  leukemia  ('Ifl 

‘ ::  :  :-  «  '  e  1 1  >:■  i  in  1 1 1  v  t  i  ;  I  eij  e  i  a  I  M  j  I  ,  dissociation  between  phagoevt  le  ac  t  i 

'•  i  and  1  i  i  e .  eji  t  ■>  i  wa-.  nloi-i  ved  .  >'t  he  r  nuliwers,  sue  h  as  retinoic 

a  id,  Ir-.ia:  cthasnm-  and  v  1 1  an  i  ne  !>s  showed  different  oftects  on  each 
kind  ot  acute  myeloid  leul.ei-  i.i  cells,  P  i  s  sue  i  a  t  i  on  in  no  rpho 1 og i c  a  1 , 
i  "imunnl  <>g  1 1  a  1  and  v.  y  t  ocheis  i  c  a  1  phenotypes  were  usually  seen  m  matured 
ells  !  i  f  i  i  i  in  t  i  a  t  ed  Iron  leukemia  cells.  Morphologically  intermediate 
tot":  between  r a c i oph age  and  neutrophil  were  sometimes  noticed. 

i’u-r  if  ults  night  ilaiilv  t  !  i  <•  lelationship  and  the  dove  1  oprici  t  of 
phenotype  in  the  maturation  of  mac  rophage  and  neutrophil. 


cat  i  •  'll- 


I  Poster  Session  IV  I 

I 

Room  E  | 


l»l\  -5 

;wi  ROVE  D  KLS  MINI  rum,  HE  PAT  If.  Citi.ULAR  ENERGY  METABOl  ISM  AND  SURVIVAL  WIT!'  ATP-MgU 
:  'litih'.NC.  MASS  I VI  HE  PATE  C.TOMY  AMONG  CIRRHOTIC  PATS.  M.  HIPASAWA,  M.  ObAKA ,  v.  OHTAtE 
» S'KAvASK  .  H.  SATO,  Department  o*  Surgery,  Chiba  University  School  of  Medicine, 
h.!  ,  , Si; 'il r  . 

Previous  studies  h.ive  shown  th.it  the  depressed  PIS  function,  caused  bv  depressed 
he;  it  ic  eilul.tr  energy  metabolism  as  well  as  decreased  functioning  RES  mass  in 
lei-na’;!  user,  plays  an  important  role  tri  the  development  of  post  - hepa tec t.omy 
■i  ‘in  twin.  The  present  study  was  undertaken  to  investigate  whether  ATP-MqCl  ,  to  be 
>•  «>  tf-  improve  ietracel  lotar  energy  met  a  bo  I  ism,  would  improve  PIS  function  and 
,>.'val  after  massive  hepatec tomy  in  cirrhotic  rats.  The  cirrhosis  in  Ki  Star  rats 
was  produced  bv  the  subcutaneous  infection  of  C Cl.,  twice  a  week  for  IS  weeks.  Two 
hi  ,/is  a*  ter  hi  hepatec.  tomy,  the  ra»s  received  either  1?.S  ..moles  of  ATP-MqCl. 

.■  i-'.  iATP  group)  or  1  .  B  ml  of  saline  (saline-  group)  i  ntra  venous  1  / .  Survival  was 
•insured  over  a  period  of  7  days.  RES  phagocytic  activity  was  measured  usinq  I'' 
i.  'd  emulsion  method  at  i'4  hours  after  hepatec  tomy.  In  another  set  of  animals 
'igatH  cellular  energy  charge  and  arterial  ketone  bod,  ra  1 1  o  ( ace  toacetd  te/l  -  hydroxy  - 
:  .tv-rate,  AkBR )  we  re  studied  at  (’A  hours  after  hepa  tec  tony .  The  survival  was  100 
'  :•  ;  in  the  ATP  group  and  PR  (4/16)  in  the  control  group  (p  U.00S).  RES  phaqo- 
. t  ,  index  was  1 1.00%  •  0.000  7  (n  10)  in  the  ATP  group  and  0.0064  ■  0.0003  (rt'10) 

•|  the  control  group  (p  •  0.01).  Hepatic,  cellular  energy  tharqe  and  AkBR  were  also 
|.  c  ;i  ■  *  •  <  ra  ?  1  ,  improved  in  the  ATP  group  ...on  .pa  red  to  those  in  the  control  group. 

•mm  cj.it, i  suggest  that  the  ATP-McjCl  improved  RES  function  and  survival  following 
-ass  ive  nepatei.  tiri>  in  cirrhotic  rats  probably  through  the  improvement  of  the 
♦  ■  .  i  ,  1  .t i  energy  metabolise  mi  the  remnanf  iiyer  . 
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.  -  i’..l  i  1  1 ,  med  medium  was  prepared  iron:  t  lie  ,  ulture  a!  1  i  pope  1  vsae .  hai  1  de- s  t  i  mu  1  a  M-d 
"iii.iii  yli-s.  it  I  i  I  i-nii  i  i  a  I  Ion  was  monitored  bv  determining  the  appear  line  and  i.  .  ru.i  I 
,1  var  tuns  markers  normal  lv  asset  l.Hed  with  tin-  mat  ura:  1  on  ,>t  the  yr.inul.u'vt  1.  and 
Hi,  .mu  v  1  1 1  el  emeu  1  s  . 

Protein  taetor(s)  produced  bv  monoevtes  imbued  the  various  d 1 1 I eren I  1  a t  1 e-  - 
ass.ulated  .  liar.i,  lerlsl  it’s  In  human  mve  1  oy.enniis  leukemia  cell  tint's.  All  lines 
tested  were  d  1 1  t  eretit  1  at  ed  to  mai  rupioide-  1  I  ke  eells.  The  eliarae  t  er  1  st  1 1  s  of  the 
mono,  v  t  e  !  at  t  or  1  s  )  were  d  i  t  1  el  rut  1  tom  that  o!  d  1  I  I  el  ent  l  a  t  t  ■  vt  1  ndii.  1  ilk  t  a,  t  or  f  ■>  i 
from  :  tells  or  1  nt  i-r  1  eron  y 
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;h?  kk  ;u  :»'»  sivim:  iai  mu*  srm.\  in  idimpathk  »•< jh iai  hypi.ki'kns mn  and 

•  I"  I  Ni -Mi  <  A1  I  1Y1K  i  H.  KAMIYAMA,  K.  S  A I  1  • '  H  .  Department  >!  Pa  t  h<  ■  i  ogv  , 

1  . » .  if-  *  Vi  I  ;  i  •  .•  .  I  •  V«  ■*.  i <  \  i : *. « !  f  i  ‘  !  i  ■  .  <  t  ■,  i  t  v  ,  I  ■*  vn  1  ’  i  ,  ! a  pan  . 

\  s;-  ■  '  ?  i'.i  h'l'.if  i;i  >  port  » ’  hvpi  rt  •  tis  i  *n  ami  H  ones  .it  sp  !rm  ime  ga  i  1 . 

.  :  i  r  1 1.  ^  w«  it  i  •  am  l  md  vme  L  i  s  t  ln-?i  i  k  i  i  ;  -mu!  .  r .  t  i  on  :::i  c  ins .  op  1 i  a  v  . 

jr.»r-  v<  r  e  studi.d  hv  tisxm  aut .  i  ad  i » v.t  aplu  t  met  h>  ■<!  s  .  Thiitv-six  sp.rens 

*  f  i ;  m  f  r  t.  ;  • .  i  T  ;  *  : '  T  *-  -  •  is  M  i .  n  .  i  m  »m.t  wcrr  u*.nl  t  "i  i  m  .  f  r<  •  .  In  i  d  i  <  -pat  In  . 

?  ?  . i  h  v j  ,  s «  nc  »•.  L  \ .  i  ve 1  ■  i  i  i  In  s  i  s  is  w*  .is  v  . *r. t  r •'  i  c  a  ses ,  the 

•  :  :  -  t  r  t  - 1  j .  *  at  .J  -.a.  i  ‘phi  ge  vv  1 e  ■*.»  ■ .  J »  r  a  t  e  I  v  po  •- i 1  i  vr  i.  t  ivi  tv  t .  »r  n.ipht  ho  - 

'  -  ...  t  .it  <  <  s  1 1  i  .i>f  :  *  .i-  t  j  •!,  vi  t  h  t.  •  i  nh  i  b  i  t  i  on  hv  NaK  .  On  t  of  tu  t  hand  ,  t  hr 

•  ■*  h  •  f  h»  *  i  i  ‘  «  r  ’  ;  »v*  .2  s !  r  .  a-  t  l  v  i  t  v  for  n.ipht  hi' !  -  AS-  t  •  ♦  •  t  1 1  e  rstrr.isi* 

:  .  i  :  i  .  >r:d  this  a  t  i  v  j  J  v  v.»  >  ;  nh  i  hi  t  »  d  hv  Nat-  .  h  .  u  t  r-n.  mi  .  r  os*  ..pi .  a  :  v  ,  t  here 

V  IS  r.  t  1  t  1  •  * . .  I  t  -  ?  *\  V.m  t  Pi  sf  I'-T.  l'.  Ti’t  jl  'ihlT  1  V  !  I  llhi  t  hr  S  i  THIS  f  M(i » >  t  111*  1  i  I  ! 

.  .  in  !  ;ss:,.  inf  •  t  id  t  ■  ;* t  iph  v  t  t  hr  a  hr  1  i  \\/  j  ndr>  at  hi  - 1  h  vtti  i  d  l  m  at  the*  sinus 

.  :•  .5  1 1  hi  ’  i  .1  '  .1  V  1  *■  *  ■  ,  ’ht'~  J  • ;  jvrt.l'  )  J  V  p«*  I' t  r  M  S  i  x  ‘11  ISIS,  U  .  Vh  t  ll.'lhi"  in 

•tl.'*s,  »  •  N t  1  v.  V.  ft  Vf'Vr?,  t  hr  s  t  r  •  1  Ii’l  )nj!  It  .r  W.IS  «»n  I  V  S.  ItVrlV 

.it-  «•  d  i  r.  ;>.>f  !  i  ’  F  v  ;*i  r  f  i .  u  •  ■  .iM-s  and  •  *nt  r  >  •  I  .  If  is  spr »  u  a  t  that  sinus 
vpr  rp  ’  i  a  li  .dn-patl:  a  t  •.  hvp.  rt  «•  n.s  i  <n  » :  }  s  p  *  r  n*  >vw  r  i  i-  ivr?  i  r  rh-'s  i  s  is 

;  i  ,iu.  .  P  *r.  ♦  h.  i  :  .  !  *•  1  :  :  *  h.  si  nus  md  t  hi  '  i  a  .  .  l  t  sr  f  .  uamr  1  V  ,  t  hr 

•«t  ’  r  i  t  i  •  a  it  •  .  :  f  •  *  : :  t  ■  fa  .  i  •  ...•■!  r  h*  i  «  •  •  h\  t  hvSr 

f  i ;  l  r.w. s  . 
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•  s’  sDAi!-  i’HKN*  lYPKS  IN  H*  MAN  ihl  l  INIs  ■  \  VAI.  I  >  -  NAN !  LYMPH'  'MAS  .  T.  K  A  T  O  H  :  ’  } 

.  Mi >K I KAWA ‘  ,  H.  NAKAN"  ,  I.  WAKVI  \N I '  ,  I.  MINOWADA',  AND  I.  H AKA DA ‘  Drpts.  ol 
J  at  In  li*>fv  ‘  ,  am!  < 'ti-rtiin*  I  xirvtnp-l-p'.  *  ,  shlnianr  Mr. it.  i)  I  n  i  v  .  ,  I /umo  h'M,  lapan  and 
)  rukr:r.  i  a  Krsrar.ti  iah.  .  l..»vr  a  tuv .  Mrl  -  !i,  Sih>*.>i  <»t  Mini.,  Mavwood ,  Ill  hOl  St 

■  1  I  surta  r  ;  i.ui.i  i  s  •«!  is  iaa  st  i,:.dn!  in  -.rvm  I"iu:  -trrir.  <  u]turrd  .  -11 

'.inrs  !i  r  ivf«l  !  huruiti  m.ili/nant  Ivmpdi.’mas  I'rri  K  <ilnm  .rll  s.ir..>ria,  HmJ^kin's  or 
id  st  i  •  n  t  i .  I  vnph*  TTi.i  i  .  U’»  trstrd  if  iiliular  r  r  I  >:  i  n  .m<l/or  star.r  of  d  !  1  f  t-ri-nt  i  at  i  on 

.-ill!  hr  rl  ik  idat  ml  bv  .  ;  nvnit  i  n.i!  nit  l.u  c  rurkrr  analysis  and  rra.  tivity  with 
ni,  m-  I.’tial  ant  1  h.»d  irs  Ahs  )  .  Drriv.it  i  »n  .  ?  f  t  lu-si-  rrll  linrs  from  non-  1  vrophor  vt  e 

1m  ap-  was  x.  nfirtnrd  hv  t. h« •?.»•  rru-thods.  Ia-likr  ant  'mi  was  drmonst r.i t  rd  in  f  ivr 
t  turf  Lv  i wo  kinds  >!  a.oAhs.  Anliy.ino.  rxpnssrd  on  im-norvtr  or  mvolo-rnonor vt t» 
ijnra/.r  .ills  vi  rr  drtr*trd  \  v  ( >KM  I  <  ■  v  MLS  -  L  «m  onlv  1/7  llnt*s  rt,*spr<- 1  i  vt*  1  v  but  in 
diffmnt  lint-.  HA- 1  and  HA-.’  whi.h  rr.n  t  win,  antip.rns  on  small  fraction  of  hone 
:.,trr  v  .ells  vm  n  vr.ilril  t"  rrai  t  witli  «  *  respectively.  These  results  show 

that  surf.Kr  antigens  detr.  t rd  hv  these  moAhs  are  expressed  independent  1 v  on  / 

::;a  1  tenant  lvmphtiRWi  tell  lines,  an.!  are  different  I  r-rni  those  of  the  myelogenic 
i  euker.  la  .rll  1  i  in  .  . 

I  hr  s  r  results  might  ntl<>  t  the  het  er*»geue  1  \  y  of  tile  lymphoma  cell  lines,  as 
\»i  nu.e  shown  hv  morpholi  gl-  al  ,  en/vme-  am!  immuno-c  vt  ocheml  c.i  I  studies,  or 

alternatively  this  seeming  heterogeneity  might  he  ascribed  to  t  tie  moAbs  which  ^ 

were  i  rodm  ed  hv  tmirmni/at  ion  i-t  IruK.eml.i  .  i*  1  1  s  --r  blood  monov  vtes  and  not  ) 

'  i 

i-mphoma  irlls.  Ihus  *ur  lvniphoma  .ell  lines  could  be  good  materials  for  production  j 

•  f  moAhs  t.*r  the  studies  of  1  vmphomu  .ells.  ft 
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■••:  i  M  *  •  •  I  i  AV  .  i‘.  i.  i  '(.A!  |  f  AV<  <!.  !'■■"  !<-Ai 

i. i  i  *,  ,  |  >■;  -hi.  i  {  ;  '  ‘  .  V:  1-  ;  .  *• .  SASA*  !  ,  t-  A  . 

•  •  ;  •  .  ■  5 

►  h  enf  1  v  .  '  nc  •(•[!  .  *  shi  w  that  <li  a/op, im  inhitol'.  t.  he  <ti  f  <#•>•»>*  1 1  at  i  n 

•  »  r,  ,;!,)■?  ■.  '  ' » :  •  1 1  j  f  <  ■  t  ho  <:i  f  f erert  i  /i  *  l.  <i  t-t  ''icm!  cTytnr  Jeuremid 

:•  'ii',  !  U(!>  nf  th<;  effect  ,>f  diazepam  '  "•'»<- l  ndu  ed  <Ji  f  f  erer  • 

•'I*'  i  .  t  ",  -M  <  e  1  1 t,i  cells  we*  e  cultured  at  '  ■  i  ’ J  ml  f-  1  <  1 1  •” ! 

■'  >■  ■  '•*  I  -  '  i'll  me  H  a  containing  1  ■  *  fetal  calf  serur’i.  "1A  1  f  -  1 1  ’  't*‘ ,  induced 

•  ii  ’  1  phage  ■  1  1 1  <■  ells  f  rum  ei-m  cells.  '  hese  r.ia<  '  1  phage-  1  i  *  *•  '<11.  at  t  a<  hed 

•  ;■*•♦  r  i  'll  s*h»<  *  ™H  1  arqe  aggregates,  had  several  cytoplasmic  p*  o<  es a*i<! 

*.  •  i  i  •  ,  *  h  a<  f  i ,  1 1  y .  ‘  he  addition  of  diazepam  at  «' 1  -  1  .  g  ml  aid  U:*  •  V  I  FA 

•  ",-f,'  i  ells  1  ept  (ells  round  and  ‘mating  with  go.,.1  viability  :  i;.S 

!  •  a/epam  inhibited  'iA-u  lined  aggmgat  i  ai  of  *u  -fa1':  cells.  [u  add  it  i.  r,,  this  event, 

was  ac  (  >  nipai  i  i‘d  by  significant  •:  hange  in  galas'  -sy  1 1  racist  erase  K  t  1 1 1  y  .  ’hose 

*1.1’,  ‘  i  '  es  i  nd  i  ns  l  •;*•!»  i<  a*.t  ,•*  !;;•  •  •,  ?  i<  >-  •  '  ‘  it  i  la* 

•  *■  * »',  1 1  .  *  *  A- 1»  due  »••}  different  lat  >  n  was  as  (  mi. pat  i  ed  by  ’he  decrease  i*  \A 

e  1  »  V«  synthesis  of  -  tv  cells.  'he  acldi'on  .,<  ,;  i  a/epam  had  tendency  t.i  inhibit 

'  he  tei  ease  '»•  nuc  leu  M  id  synthesis  ■<  hi  i  e  i  !  ’. .  ’se-e  » *•  ,tj!  ts  suggest  that 

.  •  d.’epan  '  1  fi  1  *  '  h  A  ■  1  ndu‘  ed  d  1  f  f  e’  er  t  1  at  I  n  .  t  ",  -r  1  i  1  1  •, . 
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IMMPNOUM'.ICAl.  CHARAOl  EH  1 7.  AT  1  ON  IN  AN  ADULT  PATIENT  WITH  CHRONIC  F.BV  INFECTION  PRUC- 
RE  SSI  NC.  TO  MAI.HNANT  LYMPHOMA .  S.SHIRAKAWA,  T.KoH,  I -TANAKA.  K.K1TA,  Y.KAR1TANI. 
dnd  Slept  .  of  lntern.il  Medicine,  Faculty  of  Medicine,  Mle  Cn  Ivors  1  tv ,  T  su ,  lap. in. 

The  patient,  hd-vear-o  Id  man,  consulted  our  clinic  due  to  cervical  l  vmphudenopa- 
thv  with  ^ore  throat  in  March  I'tHJ.  His  initial  laboratory  values  showed  WBC  of 
10,s00/mm  witii  a  differential  of  9.  At  of  atypical  lvmphocvtes,  and  strongly 
elevated  F.BV  related  antibodies  ( VCA—  I g(.x "*  1 dD,  KA-DR  IgCxbAI),  EBNAxAO).  In  spilt*  o! 
Ivmph  node  biopsies  carried  out  several  times,  histopathologic  lindings  revealed 
reactive  lymphadenitis  with  no  malignancy.  In  September  1'tH.)  h»*  was  acutely  ill, 
lehr  lie  with  abruptly  etilaiged  1  vtnphadenopa  t  hv .  The  axillar  lymph  node  biopsy-  was 
compatible  to  the  diagnosis  of  malignant  diffuse  lymphoma,  large  cell  type  of  B-cell 
origin.  Also,  the  tumor  cells  were  definitely  KRNA  positive,  and  E.BV  molecular 
hybridization  study  clearly  Indicated  that  the  lymphoma  cells  had  FRV  genome.  Along 
the  clinical  course  the  immunological  states  of  the  patient  were  examined  several 
times.  The  following  characteristics  were  obtained  as  differed  from  the  usual  cases 
of  IM.  1)  An  increased  cell  population  of  <>KT8  and  i»KIa  in  the  peripheral 
T-cell  subset.  d )  Normal  response  in  NK  cell  activity  and  mitogenic  response  of 
lvmphocvtes.  M  Suppressor  T-cells  could  not  be  induced  in  vitro  system  of 
J’WM-induced  antibody  respose.  A)  Ip.  the  outgrowth  inhibition  assay  used  to  evaluate 
KBV-spec  i  f i c  cell  mediated  immunity,  no  successful  Inhibition  was  observed  without 
addition  of  IL-d.  Accordingly,  the  present  study  suggests  that  the  patient  might 
develop  from  chronic  l.M  to  b-cell  lymphoma  due  to  an  impairment  of  immunological 
surveillance  against  a  dire  consequence  o!  KBV  infection.  (A  part  of  this  work 
supported  hv  a  c  r  an  l  -  in- A  i  d  from  the  Ministry  of  Health  and  Welfare  In  Japan. ) 


PIN  -12 

IMM!  M>HJST(M  HI..MH  AI  ANALYSIS  i>F  MAULS  AN  i  I.YMl’HOMAS  WITH  MONOCLONAL  ANT  I  HOI)  1 LN  . 

A.  MIRATA,  H.  SL  /LI  K 1  and  H.  OHKAWA  Department  of  Pathology,  School  of  Medicine  , 

Re  i  o  i'niversitv,  Tokyo  l*>o,  lapan 

l.ymphoraatous  tissues  were  Investigated  to  reveal  anv  special  relations  between 
!  vrapnomal  oils  cells  and  1  vmphore  t  i  >  u  1  ar  strorn.il  cells.  «  !  1  vmphomas  including  •  K 
.ell  origin,  1'-  T  cell  •  gin  and  !  unidentified  origin,  were  stained  with  indite,  t 
immunoper oxidase  method  on  tissues  fixed  in  d  I'Ll’  or  with  •/  step  PAP  method  on 
acetone  fixed  sections  of  fresh  frozen  tissues.  Monoclonal  antibodies  employed 
were  OKT-i,  a.  h,  8,  9,  Leu  da,  la  and  7,  Hl.A-DK ,  B-]  and  Ba-1  . 

Results  indicated  that  follicular  lymphomas  showed  similarities  to  reactive 
i  vmph  follicles  in  that  1)  center  of  the  neoplastic-  fc*il  teles  were  HLA-1)R+  and 
Ha-1"  while  pt-rlpherv  of  the  neoplastic  follicles  were  Ba-1*,  and  that  d) 
intermixed  1  cells  showed  T-iTM  ratio  of  d:l  or  mc're  .  lh*  lange  r  bans  cells  were 
surrounded  hv  1,*  cells  and  not  hv  Id*  cells.  Similar  relations  were  seen  in 
cutaneous  T  cell  1  vmphomas .  TV*  cells  were  increased  in  the  1  vmphomat  ous  skill  but 
not  In  the  lvmpn  nodes.  leu  ’*  cell  were  variable  in  number  in  both  I  and  B  cell 
lymphomas.  h  cells  remained  in  1  cell  tumors  as  a  nodule.  These  findings  may  be 
Important  to  claritc  (umor-i.ost  relations  and  Immunological  capacities  of  the 
neoplastic  lymphoid  <  <- 1  1  s  . 
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i  PRulII.I  AMI  muKINt  i’RUDrcriilN  HY  NKU  Nn\- i.YMI'IK)  1 1)  CKI.l,  I.  INK  (  HIll.M  !  O 
H  FROM  iii'IH’K  I N*  S  IHSIASi..  J.  MINUWADA,  K._.  OTSl’KA,  H.C.  IJRKXI.KR  AND  M.S.  J.UK. 

:  1.  i:  os,  Ir.  iVli'r.ns  Adrr.  1  n  i  st  rat  Ion  Hasp  it  il/hovola  I  n  I  vers  1 1 v  Strit'ii 
i  ■!  Mi.liiine,  Hint's,  11.  <'Hl*l  and  V.A.  Hospital  ,  I.eavenwo  1 1 !. ,  KS  MiO.H. 

it'll  lint's  ( IIDl.V- 1  ,  - .uni  -)>  wort'  e.st  .»l>  1  I  shod  fro-.  pleura!  effusion  "i  i 
it  with  Hodgkin's  iii  so. iso.  M.  r  pho  1  og  i  i  a  I  1  v  ,  HIll.M  toll  .  torn  spoilt  anoous  1  v  "Heed- 
H  r  >•"-  1  i  ke  mu  1 1  i-nui  1  eat  od  giant  tolls  in  '■>  —  1  *  >  Y  .if  i  c  1 1  popu  1  .it  f  on .  The  HDi.M 
linos,  liout'Vor ,  appear  to  roprosont  a  sino.lo  <  lonal  tumor  toll  popul.it  i  n  ui 
is  Is  of  tho  prosotuo  of  n.irkor  .  tirom.  somos .  An  extensive  <  fi.ir.it  tor  ir.it  ion  of 
r  profiles  of  HOLM  toll  linos  w.is  .iono  fiv  .i  tot  il  of  .1  nurino  men  i  fon.il  antf- 
,  1  rosot'e  assays  ( K ,  KA  nut  1  At  )  .  1  polv.  lonal  nit  lliodios  ( for  I  dT  and  >• 

•  globulin  I.  and  H  chains),  and  anti-lBV  and  H  i  I.V  ant  lb"d  ios .  Rased  on  tho 
risotis  with  thoso  marker  profiles  of  Ht  l.'mplioi.l,  nvo  1  omon.n  vt  i  t  and  orvtlir.'id 
-  i  a-  1  vmphotna  linos  avail,  ibio  In  tin-  laln-rat  orv ,  tho  HD1.M  toll  lira's  won-  found 
unique  non- 1 vmphold ,  non-mvo  1  omonotvi  i  •  ,  ivn-ervthr.u.l  and  non-op  i  t  ho  1  i  1 1 
,  i'artiai  oxj'rtssion  antigens  ro  1  at  od  to  suppressor  1  (I.on-lAl,  II. -2  receptor 
,  tirlv  mvolold  toll  t  M('S- 1  I  ind  r  gukurvoi vi e-pl ale  let  t  BA-.' ,  DV-M.I.-l)  was 

No  i  t  lu*  r  l.hY-nor  iCri.V-.int  (pens  win  doto.  t  ibio.  flit  markor  profile  of  HOLM 
w.is  difforont  f  ror  that  of  anothor  "11..,:  gk  i  n '  s  tir.'i"  .til  lino  (l.-.JH; 

«•!  al.  1.  Cantor  Kos.  cl  In.  iin.  "1  .  1 'll  :  1  1  1  ,  '  Ml  I  .  ts.-on.-voie  pr  flit  of  esteraso, 

'liosph.il aso  and  -hesas.in fuld.we  in  tho  HDI.M  toils  supports  uniqueness  of  .oil 
HDLM  lolls  |>rodu.o  <  "list  i  t  ut  i  ve  1  v  a  1  i  f  f  ••  rent  1  at  i  ■  n  iudu.itnr  fa.  tor  'f  mvolo- 
,  t"  moinu  t  o- m.u  roplia.'o  differentiation  in  vitro  and  a  tutor  Inhibitor-.-  to  T- 
ro  !  i  f  oral  i  "il  in  vitro. 
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Mf  CYTtlCHI.yi'  Al  AN!*  IMMCV  «  Y  !  <  h  HFM  !  CA!  sITIUCS  ON  MACROI'HAt.K  - 1. 1  NK.V  H.  CKU. 

::n>s  :u.k i vki»  from  hcman  mai  Ii.nani  i.yvphumas.  s.  mokikawa,  t.  hakada,  m.  Nagasaki  . 

►  .  MuklKAkA,  1.  KA10H  AM’  !.  MlNOWAIlA.  lie;  ai  t  r.eiil  s  of  I’. it  ho  1  ogv ,  Internal  Modi,  ino 
and  '  >t  or  h  i  no  I  arvnipi  Innv  ,  Nhimane  Medical  t'n  Ivors  i  t  v,  I  zumo  nil,  lapan,  and  t.oukon  i  a 
Koso.it'.  h  l.ali.,  I.ovofa  I’nlvorsit.  Stri.h,  Silmol  of  Med  It  ino,  Maywood,  Ill.  bOl  i  1 

original  tolls  of  m.i  1  i pnant  lymphomas  possibly  tonsisi  oi  lymphotvlo-  and 
“a  r  aph.iye-  1  inoage  .oils,  I  nmuno  1  op  i  i  a  i  and  biological  studios  ot  malignant 
1  .  m;  hom.i  .oils,  •  spin  (ally  derived  from  noil- 1  vmphotvt  it  lvmphomas  such  as  hist  io- 
■■  t  i i  lvmphomas  and  Hodgkin's  disease,  are  exported  to  make  a  contribution  to 
under  st  and  i  np,  differentiation  and  hot  erogene  i  t  v  ol  mat  rnphage  - 1  i  neagr  tolls. 

In  this  study,  /'  long-term  tulturod  human  malignant  I  vmphoma  toll  linos  are 
investigated  onzvmi  -  and  1  mmuno-i  v  t  ot  homi  t  a  1  1  v  .  As  tho  controls,  A  human  mveloid 
leukemia  toll  linos  are  also  examined.  I’erox  ldase ,  arid  and  alkaline  phosphatase, 
noti-spei  ilir  esterases,  ATI'asi'  and  sun  fnlt  dehvdruRena.se  are  demonstrated  enrevme 
,  t  ot  homi  i  a  1  1  y  .  I.vsozvmo,  i  j -ant  i  t  r  vps  in(  ij-AT),  and  S-lOt)  protein  are  studied 
I mmunut vto.  homi c a  11 v . 

Taking  together  with  the  results  of  biological  and  surface  marker  studios, 
those  malignant  1 vmphoma  toll  linos  are  . lassiilod  Into  I  subgroups;  S-100  protein 
i  j  -  A I  positive,  Fi  -receptor  f>  ACI’aso  aclivltv  positive,  and  phagocytic  A  lysozyme 
aitivltlcs  positive  group.  These  observations  suggest  tho  hot  erogenous  cellular 
origins  of  human  malignant  lvmphomas,  as  well  as  mat rophages . 
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\i  a  Mo»iuc  * t i c  if  'M mia  :  jm’x  ,ujs» ;  an:>  .ion**.  i s: abi  iviwiv  and  '"•'■*a(.’(  - : n*.. 

v.OHTA,  M.A»  AS«!,  M.WJIKi,  * .  MOJijvUSh  : ,  i.mj  XA  AW  w.’.APti 
.  1  ,  .  ^i>niopo  U",  i  s ,  i  ns ?  .  Mpnd  t  o  I  orgy  and  Dept .  uemu  t  o  1  wiy.  Jii^i  Hulmi  .  liK,  ,, 

'■•rMtji  JAPAN. 

.si?1  .1  very  tow  e  •  (  opt.  i  of. ,  i*  hao  been  difficult.  to  t**,*.abl  i'.h  *  urna'i  r.,r  I  yrpbc,  i  <? 

m  "iK.t'f  i  cuk  .'fi  i  a  t  -  nes .  we  have  recently  established  two  new  nm.ot.  yt  o  io.jK.mM 

m,(-(  e-,-.  *  u  i  1  y.  One  )me,  designated  JOSk  ! ,  was  d»?r  •  v**d  t  r<r  arute  myeluno'  ‘ 
i  >*’C  leukemia  rM4i,  and  the  other,  JOVS,  trow  acute  "-oi’oc  >  t  '  r  leukemia  MS  t. 
Ii'ukem,  ret  Is  isolated  *r.m  the  peripheral  bipod  each  pat  ic  t  by  f  i  r  o  I  i  eypa-ue 
m»*;hp<i  were  cultured  in  alpha  medium  *i’(  lilv  te*al  cal’  serum  in  Sb  we  II  ne  ro- 
;  ates  a  ’  .? »  (.  ■  n  a  tumidif'ed  S’  CO.,  atmosphere.  (ach  line  was  considered  to  be 

•"..tat.  I  ished  by  wee*  7  H  at  which  *  ime  if  became  possible  *  •>  subculture  the  cel  Is 

ort  lhuOu'- 1  y.  Hot?  .ines  reai  hed  a  saturatin'  tensity  pt  I  '  .  S «  1 0"'  /  m  I  when  seeded 

at  J>i0'  ml,  with  a  doublin')  time  u*  ,’4  /H*  .  |r  wr  i  ;ht  -fiiemsa  prepara  t  ions,  re!;s 
were  round  and  polyQpral  in  shape  «ith  small  t.letis.  ’he  cells  had  basophilic  cyt  . 

;  asm  wit*’  a  ‘ew  vacuoles  art  indented  nuclei  w't»  I  i  larje  nucleoli,  tlec'r.jn 
"  ’  c  rpstop  i  i  studies  revealed  that  tt.ee  ii'es  had  immat.re  -xmo'  v  t  features.  So** 

’’•es  wer»  positive  'or  the  Stainin'.)  o'  alpha  naph'hyl  butyrate  ester  ise  wh'ch  wa 
let  e  1  v  inh'bitei  by  sod  i  urn  ‘luoride.  They  became  adherent  to  plastic  r i  tyre 
d '  s '  ant!  a  ui.ired  p'aooytic  activity  after  induct  ion  by  I  /  -U  t  et  racier  anoy  ' 

;  '  » :•  1)  aceta'e  within  /4h.  Otter  phenotypic  character  1st  >r\  aid  d  '  t  ‘ere"?.  '  at  ’  .■ 

*  t  .  '  ’  w'  '  tie  d'.'.c  iSsed  in  refer  e*  1  e  *  the  usef.j  ness  o*  these  m<-  nor  y  t  o  ’me- 
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or  t  i  n.iOu'- 

it  , 1 1  i (  1  "*  m 
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JMMfNOHlS'Il  w.'MFK  1 1  AM.Y  I  NYt'S  T 1  oAHOSS  OF  SOFT  TISSIF  Tl'MORS  ,  KSPKolAll.Y  MAt.ICNAST 
F I  HRorS  HIST  id  YToV.AS.  i> .  t .  K.,h.  1  1  ,  .1.  Kleyne,  d.A.M.  van  fnnik,  Tiber-.,  M.i. 

!).  van  de  r  Vegt  ,  Ch.T.  A 1  bus-  out  ter.  Institute  of  Pathology,  Pas  t  eurs  t  raa  t  J,  TNI  IPX 
It  m.  tit.  The  Netherlands. 

Soft  tissue  tumors  .otisist  "t  a  group  of  morphe 1 ogical  ly  divergent  tumors  of  mesen- 
chvmal  origin.  A  large  group  of  STT  is  formed  bv  ttie  malignant  fihrous  histiocytoma 
(MFH)  and  manv  of  these  tumor. ells  have  a  histiocytic  appearance.  The  presence  of 
h i s t  i  o* y t e- spec  1  f  i .  markers  within  the  cytoplasm  of  MFH  tumor  cells  favours  a  dual 
f  i  hrol)  1  ast  i  c  -ti  i  st  i  o.  y  t  l  c  relation.  We  have  investigated  the  STT  immunohi s t ochemi ca 1 1 y 
for  the  presence  of  receptors  for  peanut-  and  soya  bean  agglutinin  (PNA  and  SBA)  and 
for  alpha  j-ant  iehymot  ryps  i  ne  <Ac'T>  using  the  unlabelled  PAP  staining  procedure  on 
deparal  f  i  ni  aed  sections.  i>ur  results  showed  that  rhabdomyosarcoma  (RS),  osteosar.oma 
(OS)  and  MFH  could  be  positive.  For  example  N8Z  of  the  subcutaneously  located  MFH 
(n*l4t  stained  for  ACT,  .IT  for  SBA  and  7Z  for  PNA  hindingsi tes .  Deeply  located  MFH’s 
(n*6))  stained  respectively  for  T6Z,  7NZ  and  1IZ.  There  was  a  preferential  staining 
of  giant  and  histiocytic  .ells.  It  was  striking  that  a  great  part  of  the  histiocytic 
cells  in  STT  (RS-OS-MFH)  express,  but  unlv  a  small  part  the  Peanut  Agglutinin  - 
or  SBA  b t nd t ngs i t es .  In  . out  rust  to  malignant  histiocytosis  which  express  ACT,  PNA 
and  SKA  receptors.  These  tumors  are  derived  from  cells  belonging  to  the  monocytic 
cell-line.  Our  results  showed  that  mesenchymal  cells  could  behave  as  histiocytes 
with  respect  to  morphology  and  the  expression  of  ACT  antigens,  but  that  they  differ 
from  "real"  histiocytes  in  their  expression  of  the  1 ec t i n- receptor s . 
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:  .  A  ,;vf  ‘.f  AN  and  METASTATIC  POnNTIAL  OF  T-CELl  HYBRIOOMAS.  t.ROOS.P.DL  BAETiELItM, 
V  7  fAR'1.  Net anil'.  Cancer  institute,  1  ?  1  Plesmanlaan,  Cx  "SmstercTain,  The 

t nefT.mTs  and  Institute  for  Molecular  Biology,  Free  University,  Brussels,  Belgium. 

A 1 1  ea'it  l  gen-  or  ConA-ai  t  ivated  T-cells  were  observed  to  be  invasive  in  vitro  in 
•■■er-atoc  vte  cultures,  similarly  as  niqhl  y  invasive  and  metastatic  1  ymphoma  cVT!’,’, 
«’'ereas  non-st  imulated  spleen  T-cells  were  not.  Recently,  it.  was  found  that  sponta- 
’  itljs  fusion  in  vivo  between  non-invasive  and  non-metastatic  BW  thymoma  cells  an! 

'•  •r-vil  host  T-TynTiiKoc.yt.es  gave  rise  to  highly  metastatic  cells  (manuscript  subnit- 
t <-;l  .  We  assumed  that  such  hybrids  were  metastatic  because  they  expressed  the  inva- 
: .cress  of  the  normal  T-cell  fusion  partner.  To  test  this  hypothesis,  we  prepared 
'  'ids  between  BW  cells  ( Ak.R-clerived)  and  activated  AkR  T-cells,  and  tested  tneir 
•.*■  ,.is  neness  and  metastatic  potential.  All  obtained  hybndomas  were  highly  invasive, 
ne  cell  line  lost  invasiveness  after  a  few  weeks  in  culture,  we  also  fused  BW  cells 
with  normal  spleen  T-cells.  borne  resulting  hybndomas  were  not  invasive,  but  most 
f’d  invade.  To  test  their  metastatic  potential,  nybndoma  cells  were  injected  into 
'■r  *ail  vein  if  AkR  mue.  Invasive  hybndomas  gave  rise  to  extensive  and  wide- 
b'e,)!  metastasi  s.  Livers  and  spleens  were  much  enlarged  and  diffusely  infiltrated, 
i"!  I  a  >'•!*.•  tumors  were  found  in  kidneys,  ovana  and  mesentery,  in  contrast  ,  non-inva- 
-,c  h/pr i dirias  did  not  yield  metastases.  We  conclude  that  a  high  level  ot  maliq- 
'  ii  ,  m  be  conferred  onto  T-cell  hybndomas  by  properties  derived  from  normal  T- 
•  e  i  1  .  Because  o*  their  extraordinarily  high  invasive  and  metastatic  potential, 
’-.ell  ,i  y!  r  i  jonas  *  onst  itufe  an  attrai  tive  too)  tor  metastasis  research-. 


.  .  :  \  T  t\  A  f  I  .  .  /  *.  f  *  /  \ 

•  i  i:  •  :•••:••.  i  •  :y  ,  "riv.-:  .  ;  t  y  >!•  ■  i  ;  '  a  !  Si/liu-:  , 

: :  '  !-!-!,  y  o'  t n  t  h  i.:)  ,  1  a :  a  u  . 

A  •  i .  ■  •  t  i  i  pit  ■:!  rot  legion  is  (i’P)  f .  >1  !ui>v  1  for  1.1  years  w.». 

•  i  .  ot  •  ip  1 1 .  i  •  >g  j.-  i !  1  y  mi  electron  mi>;r<  -scop  nra  lly  .  !  t  ra  - 

•  •'  *  i  S  at:  .dies  of  c-ryt  h.-matous  pi  a  |uc  in  the  early  stage  r.nva'.r.l 

hint:  ■■•yt'.'i  1  ee  1  1 ;;  wit!,  abutid  mt  cytoidassi  and  lymphoid  cells 
•'  Uiv- ; :  it  ed  ii'iclci  infiltrated  along  the  basal  layer  >f  the 
•••  :  is.  In  m.nt  rant  to  t  hear  f  ladings  of  erythematous  p !  a  ;ue,  a 

!.• :  •:  sy  •  ike:,  ft',"  t  .hi*  tumor  m  the  late  stage  showed  different  appe  i- 
:  a:. .  ‘P.m.'r'His  large  p  1  eorv  >r  pt.  ic  lymphoid  co  1  1 s  prol  iferated  in  t  he 
b  it..:;  but  few  hist  lorytoid  cells  were  observed. 

i  ion.  above  observations,  we  consider  that  lust  loeytoid  cells  were 
. "re.«:,ed  react  jona  1  ly  in  the  early  stage  and  neoplastic  lymphoid 
■•e  ’  1  s  pro!  ifcr.iti'd  in  the  late  stage.  Therefore,  I'H  could  be  a  type 
of  neoplastic  1  ymrdiopro  1  i  f  or  at  l  ve  disease  originating  in  the  skin 

it",  as  mycosis  fungoides. 
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!  '  T’MKNT  ■  V  KXPKH  I  MKN7A1.  HF.PAT  ITT.  AND  FUNCTION  <  V  TMK  HKD.  DASOH , 

}■  .  SATiTATF  ,  T.  MAIAHAMF,  T.  MADHpA.  Depart merits  of  Pathology  arid  Internal 
Medicine,  Iwate  Medical  !  !N  I V .  ,  Di  hool  of  Medicine,  Moriokn  .Japan. 

The  function  of  the  HKD  was  examined  in  relation  to  the  development  of 
**xj  or rer.t  al  hepatitis.  Mice  were  divided  into  ♦h.p  following  three  groups; 

1  'Mouse  Hepatitis  Virus  D  1 MHV  j  was  Inoculated  into  r.  i .  e  with  no  previous; 

;  r  o<  edure  :r.  Group  A,  :  D  •  l  n  nice  after  blockade  of  the  HKD  with  carbon  particle  i  r. 
»r  t  'Up  P,  and  f  control  rats  were  Group  C.  LDSO  of  mire  was  compared  between 
Groups  A  and  P.  The  livers  were  also  o l mu  1 1 anemia 1 y  observed  morphological ly  with 
examination  of  the  carbon  clearance  rate.  In  addition,  the  Kupffer  cells,  which 
have  phage*  ytnaed  carbon  part  n  >r>,  were  courded  in  Group  A.  Correlation  was 
estira’ed  between  the  •,«rhr>ri  clearance  rate  and  the  number  of  Kupffer  cells  which 
have  phage  ry  t  used  carbon  particles. 

In  Group  A,  phagocytic  activities  exhibited  by  the  carbon  clearance  method 
and  the  number  of  Kupffer  cells  phngocy t using  carbon  particles  were  increased 
un4 l i  *»•  hours  after  inoculation  of  MHV,  then  decreased  from  48  hours.  The  number 
■  t  Kupffer  cells  was  increased  most  markedly  in  the  middle  t.han  in  the  central  or 
[eriphera!  zone  of  the  lobules. 

regenerating  and  necrotizing  liver  cells  appeared  earlier  and  more  severe  in 
»J  oup  p  that,  jr  Group  A.  It  has  been  suggested  that  decrease  of  phagocytic 
activity  cj f  the  HKD  closely  relates  to  development  or  acceleration  of  hepatitis  by 
v  .  i  :j‘i  i  r.  f  ec  ♦  l .  »n  . 
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Aim  I  l.hlK.KMI  A  I.YMI'HUMA  ON  THE  EAST  COAST  OK  KM  M-.NINSM.A  IN  /A PAN 

T  .  k'(  KAY  AMU,  I  .  I  AN  AKA .  T.KOH,  K.K1TA,  V  .  KAR  I  TAN  I  ,  S.SHIKAKAWA.  2nd  Dept.  of  Internal 
“•!li  ine  ,  K  a  i  nltv  of  Medicine,  Mie  !’nv  i  <r  s  i  t  v  ,  Tsu,  lapan. 

Twenty  seven  patients  with  adult  T-iell  leukemia  lvmphoma  (ATM.)  have  heon 
•  ■  und  In  the  last  eight  years  along  the  east  toast  of  Kii  Peninsula  In  the  mid  He 
district  of  lapan.  Their  age  ranged  t i on  27  to  HM  vr  with  a  mean  ol  Ns.h  yr  and  the 
male/ietiale  ratio  was  1V/H.  Most  of  the;  it  i  •  -  > :  t  •-  )iad  1  vmphadenopat  hv ,  splenomegaly, 
hepatomegaly  and  skin  lesion.  Media t ol og I ea  1  1  y ,  leucoey t os  1  s  of  more  than  NO , 000/ rmm 
was  observed  in  most  of  the  patients,  hut  anemia  and  thrombocytopenia  were  n 1  Id  in 
comparison  with  other  leukemias.  1 mmunog 1 obu lfn  levels  were  within  normal  limits  In 
most  rases.  Hypoprot e 1 nemi e  and  hypercalcemia  were  characteristically  noted  in  many 
patients.  The  prognosis  was  very  poor  (median  survival:  !U  davs)  and  most  of  the 
patients  died  ot  pulmonary  infections.  The  leukemic  cells  in  the  blood  were 
i haracterlzed  hv  marked  delormation  of  the  nucleus  and  the  leukemic  cells  reacted 
positively  with  the  0KT3  and  OKT4  monoclonal  antibodies,  showing  immuno loglca 1 1 v 
Induror/  helper  T-cell  phenotype.  Sera  from  1H  patients  were  examined  for 
antibodies  against  ATI. -assoc  lated  antigen  (antl-ATI.A)  but  In  two  patients  neither 
anti-ATI.A  in  sera  nor  proviral  DNA  In  leukemic  cells  were  detected.  However,  these 
two  patients  could  not  be  distinguished  from  other  ATM.  pstlents  clinicallv.  The 
characteristics  of  these  antf-ATI.A  negative  cases  will  be  discussed  in  comparison 
with  the  other  ATM.  cases.  (A  part  of  this  work  was  supported  hv  a  Grant- in-Aid 
from  the  Ministry  of  Education  in  Japan. ) 
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AN  Al'TOPSY  CASK  OF  IqA  MUI.TIPI.E  MYEI.OMA  ASSOCIATED  WITH  IMMUNOGI.OBK  M  N 
STORAGE  H ISTIi'GYTOSIS  and  amyloidok js.  k.takatsuki,  t.kagimoto,  f. 
KAWANO,  M.CH1TOSF,  S. PUSH  I  HA,  K.TAKAHASI'l  AND  M. NAT  TO.  The  2nd  Dept, 
of  Interna!  Medicine  and  The  2nd  Dept.  of  Pathology,  Kumamoto 
University  Medical  School,  Kumamoto  RhO,  Japan. 

A  case  of  histiocytosis  with  I. -chain  accumulation  (Terashima  et. 
a  1 .  :  J.Jpn.Soo.  RES  IT:  209,  1977)  and  a  case  of  myeloma  accompanied 

by  histiocytosis  with  IqG  myeloma  protein,  accumulation  (Itaqaki  et 
a!,  ibid.  21:  12",  1981)  were  reported  in  Japan.  The  following  case 

represents  a  rare  association  of  amyloidosis  and  cryst a  1  -  loaded 
histiocytosis  in  multiple  myeloma. 

A  tiO-year-old  man  was  admitted  because  of  left  femoral  pair.. 
Skeletal  X-ray  survey  disclosed  multiple  bone  lesions  and  pathologic 
fracture  of  the  left  femur.  Plasmacytoma,  4x8crr,  originated  from  a 
rib  was  found  on  the  left  side  of  the  chest.  Serum  IgA  was  1,439  mg/ 
dl  and  Bence  Jones  protein  was  detected  m  urine.  Bone  marrow  exami¬ 
nation  showed  32  per  cent  plasma  cells  and  many  histiocytes  containing 
need le-1  ike  crystal  ..  The  patient  died  20  months  after  the  first 
admission.  Autopsy  revealed  amyloidosis  in  the  left  elbow,  thyroid 
and  adrena 1 ;■  . 

Histiocytes  m  the  bone  marrow  were  examined  by  PAP  and  lmmuno- 
e  loot  ron  microscopy.  Crystals  in  the  histiocytes  were  considered  to 
)v-  IqA*  K  myeloma  protein. 
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On  the  activity  of  phagocytosis  of  lymphocytic  tells. 

Takaaki  Ueda ,  Iiobuhtko  Shibata,  Junsuke  Yoshitake  and  Nobu/uki  Senda.  Department 
o'  Cell  Physiology.  The  Center  for  Adult  Diseases,  Osaka,  Japan. 

It  is  reported  that  [3- 1  ymphoc / 1 ic  cells  ingest  latex  particles  or  red  cells. 
This  paper  shows  the  results  of  our  examinations  on  the  activity  of  phagocytosis  of 
various  lymphocytic  cells  to  clarify  or  classify  one  of  their  characteristics. 

Venous  blood  were  gathered  from  10  healthy  adults  and  6  B- cell  leukemia 
patients,  i.e. ,  4  with  acute  lymphoblastic  leukemia  (ALL)  and  2  with  chronic 
lymphocytic  leukemia  { CL  L ) .  Mononuclear  cells  were  obtained  by  gradient  sedimen¬ 
tation,  and  suspended  in  Medium  199  at  a  concentration  of  about  1  x  KP/ml. 

9  /  1  v/H  of  pol  yac  ry  lamide  beads  coated  with  rabbit  anti-human  immunoglobulins 
antibodies  (2-9  ,.m  in  diameter,  Innunobeads ;  IB)  in  Medium  199  solution  were  mixed 
with  cell  suspension,  and  left  standing  at  20"  for  15  min.  After  incubation  at  37° 
fur  60  min.,  the  mixture  were  used  for  microscopic  examinations.  Two  hundred  cells 
were  counted  twice  in  each  sample  to  determine  the  percentage  of  cells  which 
ingested  lb  under  a  phase  contrast  microscopy. 

fourteen  to  29  r  (average  19.9  •' )  of  normal  lymphocytes  ingested  IB.  All  six 
ases  with  ALL  did  not  ingest  IB,  but  one  out  of  two  cases  with  CLL,  24  :  of  cells 
ingested  IB.  « 
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...  •  .  >  t  !  .  A .  At  (  t  K  i  NC  t  It.  I  tt  1 1 1  i  (_  A.\  ,  liftt  out  ar . t  c . 

'  '  i  K  .  ■>  A :  T  u  ,  !.  ONu  ,  inAiUBA*  A  T»0  1  .  hlAl  AMjK  ;  .  Dept  .  of 

A  >  i  1  a  Irnv.  School  of  Medicine,  Akita  and  oept  .  of  Pathology, 

>  .i  >■  i  v  .  1 1  ho  •  1  of  Medicine,  Send  a  t  (  *  i  . 

•••••>«•.?  s  iuu>  wa  s  u  n  der t  a*  on  to  e  1  u  c  i  (i  a  i  e  niorphn  logical  differ- 

. *  *.  in* .  «.**•»  '  cell  1  ymphoi..a  (  TCI.  i  and  B  cell  1  yiup  howa  (  BQ  i  .  Ah  of  1  o/ 

i  ’  >  -iM.gf  in'*,  lymphomas  were  examined  e  1  ec  t  ronwi  c  ro  scop  i  c  a  1  1  y  ,  ano  A? 

*  :  im,  .  ;  cases  of  Kl  and  ;•?  rases  of  8(il  )  former  suomi  uefl  <.o  coi..* 

«•  ■  wc.  ►  a  >  y  :o..e  1 1-  y  :  .  i  deop  1  an  i  .  Nuclear  i  r  regu  1  a  r  i  i  y  was  estimated  in 

<  ■ .  i,.',  f  snap**  (  on  s  ■  an  t  f  -  4*(  j  1  ?  i  ,  wne  r  e  S  .  1.  are  nuclear  area  ano 

,  ■  .  o'.  .  f  nuclear  section  is  a  circle,  the  value  of  K  equal S  1  ,  «nu 

trc  >  f,e  e  s  oiih  increasing  nuclear  irregularity.  The  reSuKs  are  as 

•  !■  ws  I  a  ,n  Sinai!  1  yiiiphoc  y  L  l  C  lymphomas,  toe  value  of  mean  <  was 

.a,.'..;..  P  .  .  for  BCL  ,  while  it  was  0 .6  ?(/  1  s  .  d  .  :  0  ,  1  g  OS  /  ,  a  sig- 

•  ■  '  iiM  !  t  smaller  value  for  T  (.  I  .  p;in  large  cell  lymphomas,  K  was 

.  •  f  >  t  .  Bl  p  I  as  m  a  .  Then,  the  value  ,  f  r,  reduced  for  I  8i  c  1  ear ,  DLnc  , 

•  «  ar  i  i  bl  po  1  vr.io  rpnous  in  .  .  s  succession,  in  general,  toe  nuclei 

«*  •  e  in. .re  irregular  i  .,..,  mose  of  o.,l,  i'/Nuclear  pockets  were 
0,'t  ■••••,.  •..(  ter  in  1  yr.ip  ho.-u  s  .  t  h  h  i  g  n  nuc  I  ear  i  r  r  e  g  u  1  a  r a  l  t  y  .  3  ) 

•  •  ■  i:  s  n.!. *s  were  abundant  in  ,.i  and  rtR  developed  well  in  IBLplasi.ia. 

••  .  aliy  »  •  r ;  n-.us  strut  tures  <>f  cell  mempr  ane  s  were  found  only  in  BCL  of 

•  i  I  i '  ii '  a  i'  (ent.er  t  e  II  origin. 
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